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(54) Title: ETHER SUBSTITUTED IM1DAZOPYRIDINES 

(57) Abstract: Imidazopyridine compounds that contain an ether functionality at the 1 -position are useful as immune response 
modifiers. The compounds and compositions of the invention can induce the biosynthesis of various cytokines and are useful in 
the treatment of a variety of conditions including viral diseases and neoplastic diseases. Methods of preparing the compounds and 
intermediates useful in the preparation of the compounds are also disclosed. 



WO 03/103584 PCT/US03/17659 



ETHER SUBSTITUTED IMTOAZOPYRIDINES 

Field 

This invention relates to imidazopyridine compounds that have ether or thioether 
5 substitution at the 1 -position, and that may contain additional functionality. The invention 
also provides pharmaceutical compositions containing these compounds and methods of 
inducing cytokine biosynthesis by administration of the compounds. 

Background 

10 The first reliable report on the li?-imidazo[4 9 5-c]quinoline ring system, Backman 

et aL, I Org. Chem . 15, 1278-1284 (1950) describes the synthesis of l-(6-metiioxy-8- 
quinolinyl)-2-methyl-lH-imidazo[4,5-c]quinoline for possible use as an antimalarial 
agent Subsequently, syntheses of various substituted l#-imidazo[4,5-c] quinolines were 
reported. For example, Jain et aL, J. Med. Chem. 11, pp. 87-92 (1968), synthesized the 

15 compound l-[2-(4-piperidyl)eth)d]-l^imidazo[4,5-c]quinoline as apossible 

anticonvulsant and cardiovascular agent Also, Baranov et aL, Chem. Abs. 85, 94362 
(1976), have reported several 2-oxoinridazo[4,5-c]quinolines, andBerenyi et aL, 1 
Heterocyclic Chem. 18, 1537-1540 (1981), have reported certain 2-oxoimidazo[4,5- 
cjquinolines. 

20 Certain li/-imida2»[4,5-c]quinolin-4-amines and 1- and 2-substituted derivatives 

thereof were later found to be useful as antiviral agents, bronchodilators and 
immunomodulators. These are described in, inter alia, U.S. Patent Nos. 4,689,338; 
4,698,348; 4,929,624; 5,037,986; 5,268,376; 5,346,905; and 5,389,640, all of which are 
incorporated herein by reference. 

25 Substituted ljy-imidazopyridme-4-ainine compounds useful as immune response 

modifiers are described in United States Patent Nos. 5,446,153; 5,494,916; 5,644,063; 
6,525,064; 6,545,016; and 6,545,017. The compounds described in these patents do not 
have ether substitution at the 1- position. Certain l/T-iinidazo[4,5-c]quinolin-4-aimnes 
that have amide, sulfonamide, and urea functionality at the 1-position are described in U.S. 

30 Patent Nos. 6,331,539; 6451,810; and 6,541,485. 
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Despite these recent discoveries of compounds that are useful as immune response 
modifiers, there is a continuing need for compounds that have the ability to modulate the 
immune response, by induction of cytokine biosynthesis or other mechanisms. 

Summary 

In one aspect, the invention provides imidazopyridine compounds that have ether 
substitution at the l-position. These compounds have the general formula (la): 




(W 



wherein X, W, and the various R variables are as defined herein. In other aspects, the 
invention provides pharmaceutical compositions containing the compounds and methods 
of using the compounds to achieve a therapeutic effect Such effects include the induction 
of cytokine biosynthesis, the induction of interferon biosynthesis, treatment of viral 

15 conditions and treatment of neoplastic conditions. In other aspects, the invention 

additionally provides methods of making the compounds and intermediate compounds 
useful in their synthesis. 

Many of the compounds of the invention have an ether linkage at the l-position of 
the compounds. The compounds may include additional substitution that occurs after the 

20 initial ether linkage, such as aryl, heteroaryl, heterocyclyl, amido, sulfonamido, urea, and 
the like. An additional set of compounds provided by the invention contain a thioether 
linkage at the l-position; these thioether compounds may also have additional substitution 
after the initial thioether linkage, including alkyl, aryl, heteroaryl, and heterocyclyl. 
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Detailed Description 
Several classes of ether and thioether substituted imidazopyridine compounds are 
disclosed herein. Although each has a different type of substitution at the 1 -position of the 

5 compound, many of the substituents at the other positions of the imidazopyridine core can 
be independently selected from the same group of radicals. Therefore, the following 
system is used to describe some embodiments of the invention: different classes of 
compounds are each described by a different general structure of Formula la, such as lb, I- 
1, 1-2, and so on. Corresponding different Ri substituents for those compounds will be 

10 similarly identified as Rm,Ri-2, and so on. The other substituents, which have the same 
definitions for each class of compounds, will have common designations such as X, Y, Z, 
R 2 , R3, R4, R5, and so on. If the same variable appears twice in a particular substituent or 
compound, such as in " - T8(Rs)2 9 9 then each instance of the variable can be independently 
selected from the permitted values for the variable. 

15 In one aspect, compounds of the invention are repesented by Formula la: 




(la) 

20 

wherein: 

X is -CH(R 5 )-> -CH(R 5 )-alkylene-, -CH(R 5 )-alkenylene-, 
or CH(R5>-alkylene-Y-alkylene-; 
Yis-0-,or-S(0)o-r-; 
25 -W-Ri is selected from -0-Ru- 5 and ^S(0)o. 2 -Ri^; 

Rm-5 is selected from 

-Rr-C(R 7 >-Z^R8-alkyl; 
-RH^(R7>-Z-IV--alkenyl; 
-R6-C(R 7 >~Z~R«— aryl; 
30 -IVC(R7)~Z-R8— heteroaryl; 
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4l^(R 7 )-Z-R8— heterocyclyl; 
-R<rC(R7)-Z-H; 
-R < s-N(R9)-C(R7)-R8-a]kyl; 
-R6-N(R 9 )-C(R7)-R8— alkenyl; 

5 -R^-N(R9)-C(R7)-R8-aiyl; 

-R6-N(Rg>-C(R7)-R«-ieteroaryl; 
-R<s-N(R9)-C(R7>4l8-heterocyclyl; 

-Rfi-N(R9)-C(E.7>-Rio; 
-R^-N(R 9 )-S02-R8-alkyl; 
10 -R^— N(Rg)— S0 2 — R«— alkenyl; 

-R<5-N(R9)-S02-R«-aryl; 

-R«-N(R9)-S02-Rr4ieteroaryl; 

-R^-N(R5>-S02-R«-4ieterocyclyl; 

-R6-N(R9)-S02-Rio; 
15 -R5-N(R9)-S02-N(R5)-R8-a]kyl; 

-R5-N(R9)-S02-N^5)-R8-aIkenyl; 

-R6-N(R9)-S02-N^l5)-R8-aryl; 

-R5-N(E^>S02-N^l5)-R8-Iieteroaryl; 

-R5-N^ 9 )-S02-N(R5)-Rs-heterocyclyl; 
20 -R6-N(R 9 >S02-NH2; 

-Rr-N(R9)^(R7)-N(R5>-Q-R8-alkyl; 

-Rs-N(R9>-C(R7)— N(R5>-Q-R8-alkeiiyl; 

-R«-N(R 9 )-C(R 7 )-N(R5>-Q-R3-aryl; 

-R<s-N(R 9 )- C(R 7 )— N(R 5 >-Q-R8-lieteroaryU 
25 -Rs-NCRg)- C(R 7 )— N(R 5 )-Q-R8-^eterocyclyl; 

-R^N^K^i-N A; 

KJ 

-Re-^(R9)-C(Ri)-Wi iKl-Ry-alkyl; 
-Rs-N(Ri,)-C(R7)-N(Rn>-Q-R8-alkenyl; 
30 -R5-N(Rg>-C(R7)— N(R.ii)-Q— Rs-aryU 

-Rs-NCR^)- ^h-NCRnH^-Rs-ieteroaiyl; 
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-R*-N(R9>- C(R 7 )-N(Ru)-Q-R8-heterocyclyl; 

-R<rN(Rx,)- C(R 7 )-N(R U )H; 

-alkenyl; 

-aryl; 

5 -R6-aryl; 

-heteroaryl; 

-heterocyclyl; 

-R$- heteroaryl; and 

-Rtf-heterocyclyl; 
10 Zis^N0E^H^O->or-S~; 

Q is a bond, -CO-, or -SOr-; 

A represents the atoms necessary to provide a 5- or 6-membered heterocyclic or 
heteroaromatic ring that contains up to three heteroatoms; 
Ri-6 is selected from: 
15 -alkyl; 

-aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkenyl; 

20 -R^-aryl; 

-Rs- heteroaryl; and 
-R6-heterocyclyl; 
each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 
R6 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
25 more -O groups; 

R 7 is=Oor=S; 

Rg is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 
or more -O- groups; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 
30 atom of R* to form a ring of the formula 
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( CH 2)^8 

9 

Rio is hydrogen or Cm 0 alkyl; or and R w conjoin together to form a ring 
selected from 

— N-C(R 7 ) — N-S0 2 

^ - c - ; , 

Rn is Ci.io alkyl; or R 9 and R u can join together to form a ring having the 
structure 

— N-C(R 7 ) 

( y- 

> 

R12 is C2-7 alkylene which is straight chain or branched, wherein the branching 
does not prevent formation of the ring and 

Rx, Ry and Rz are independently selected from hydrogen and non-interfering 
substitutents; 

or a pharmaceutical^ acceptable salt thereof; wherein the compound or salt of Formula la 
induces the biosynthesis of one or more cytokines. 



1 5 Compounds of Formula lb 

In one embodiment, compounds of the invention are represented by Formula lb: 
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20 Qb) 
wherein: 

X is -CH(R 5 >, -CH(R 5 )-alkylene-, -CH(R 5 )-alkenylene-, or 
CH(R 5 >alkylene-Y-alkylenes 
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-W-Ri is selected from -O-R1-1.5 and-S(0)o. 2 -Rw; 
R1.1.5 is selected from 

-Rs-C(R 7 )-Z-Rs-alkyl; 

-R5-C(R 7 )-Z-Rs— aJkenyi; 

-R5-C(R 7 )-Z-Rg— aryl; 

-Rs-C(R7)-Zr-R«— heteroaryl; 

-Rs-C(R 7 )-Z-R8— heterocyclyl; 

-R«-C(R 7 )-Z-H; 

-RrN(R9) -C(R 7 )-R8-alkyl; 

-R6-N(Ri>) -C(R 7 )-R«-alkenyl; 

-R<HS[(R»>-C(R 7 )-R8-aryl; 

-RrN(R9)-CCR 7 )-Rirheteioaryl; 

-RrN(R9)^(R 7 )-RHieterocyclyl; 

-R<rN(R9) -C(R 7 )-Rio; 
-R5— N(R9)-S02-Rs-a]kyl; 
-R6—N(R 9 )—S02-R«— alkenyl; 

-Rr-N(R9)-S02-Rs-aryl; 

-Rs-N(R9)-SOz-Rr-lieteroaryl; 

-R5-N(R9)-SOr-Rs-*eterocyclyl; 

-R6-N(R9)-S02-Rio; 

-Rs-N(R9)-S02-N(R5)-Rs-a]kyl; 

-R6-N(R 9 )-S02-N(R5)-Rs-alkenyl; 

-R6-N(R9)-S02-N(R5)-R8-aryl; 

-R5-N(R9)-S02-N(R5)-R8-lieteroaryl; 

-R6-N(R9)-S02-N(R5)-R8-lieterocyclyl; 

-R5-N(R 9 )-S02-NH2; 

-R^N(R9)^(R 7 )-N(R5)-Q-Rs-alkyl; 

-Rr-N(R 9 )-C(R7)-N(R5)-Q-IValkeiiyl; 

-Rs-N(R 9 >-C(R7)-N(R5)-Q-R8-aryl; 
-R<rN(R9>- C(R 7 )-N(R5)-Q-Rs-heteroaryl; 
-Rfi-N(R9)- C(R 7 )-N(R5)-Q-Rs-freterocyclyl; 
-R6-N(R9)-C(R 7 )-N(R5)2; 
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-RrN^CCRj^N A; 

-R6^(R9)^(R7)-N(Rn)^-Rs^lkeayl; 
-RirN(R 9 )»C(R7)--N(Rii>-Q-R r -aiyl; 
5 -R^N(R9)- C(R 7 )-N(R n >-Q-R«-heteroaryl; 

-R<rN(R9)- C(R 7 )-N(Rn)^^R8-heterocyclyl; 

-R*-N(Rsy- C(R 7 )-N(Ru)H; 

-alkenyl; 

-aryl; 

10 -R6-aiyl; 

-heteroaryl; 

-heterocyclyl; 

-R$- heteroaryl; and 

-R$-heterocyclyl; 
15 is selected from: 

-alkyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
20 -alkenyl; 

-R*-aryl; 

-Re- heteroaryl; and 
-Re-heterocyclyl; 
R2 is selected from the group consisting of: 
25 -hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
30 -heterocyclyl; 

-alkylene-Y-alkyi; 
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-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
5 -OH; 

-halogen; 
-N(R 5 )2; 

-C(0)-Cmo alkyl; 
-C(O>O-Cm 0 alkyl; 
10 -N 3 ; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
15 -C(0)-heteroaryi; 
Yis-Oor-S(0)o-2S 

Z is-N(R 5 K -0-. « -S-i 
Q is a bond, -C(0}-, or -SOr-; 

A represents the atoms necessary to provide a 5- or 6-membered heterocyclic or 
20 heteroaromatic ring that contains up to three heteroatoms; 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C 2 .io alkynyl, Q-io alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Ci-to alkyl, or C2-10 alkenyl; 
25 Re is aDcylene, alkenylene, or alkynylene, which may be interrupted by one or 

more -O- groups; 

R 7 is=Oor=S; 

Rg is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 
or more -O- groups; 

30 R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 

atom of Re to form a ring of the formula 
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Rio is hydrogen or Cmo alkyl; or R9 and R i0 can join together to form a ring 
selected from 



-N-C(R 7 ) — N-S0 2 



5 Ru is Cmo alkyl; or R9 and Ri 1 can join together to form a ring having the 

structure 

— N-C(R,) 

(. y- 

(CH ^ ;and 

R12 is C2-7 alkylene which is straight chain or branched, wherein the branching 
does not prevent formation of the ring; 
10 or a pharmaceutically acceptable salt thereof. 

Compounds of Formula 1-1 

One embodiment includes a class of compounds represented by Formula (1-1): 




15 

(1-1) 

20 wherein: 

X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CH(Rs)-alkenylene-, or 
CH(Rj)-alkylene-Y-alkylene-; 

Ri.t is selected from the group consisting of: 
-R<rC(R7)-Z-R«— alkyl; 
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-R^C(R 7 >-Zr-R«— alkenyl; 
~R^-C(R 7 )-Z-R«— aryi; 
-R6-C(R 7 )-Zr-Rs— heteroaryl; 
-R6~C(R7>-Z-R8— heterocyclyl; 
.R<rC(R7>-Z-H; 
-IVN(R9) ~C(R 7 )-R8— alkyl; 
-R6-NCR9) ~C(R 7 >-R8— alkenyl; 

-R<rN(R9)-CCR7>-Rs-aryl; 

"R6-N(R9)^(R7)-Rr-heteroaryi; 

-R6-N(R9)^(R7)-R8-4ieterocyclyl; and 

-R(rN(R5)-C(R7)-Rio; 
Z i&-N(R 5 K or-S-; 
R2 is selected from the group consisting of. 

-hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 
-halogen; 
-N(R5)2; 

-C(0)-Cmo alkyl; 
-C(0)-0-Cmo alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
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-heterocyclyl; 
-C(0>aryl; and 
-C(0)-heteroaryl; 
Yi»-0-or-S(0)o.2S 

5 R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 

alkyl, C2-10 alkenyl, C2.10 alkynyi, Cm 0 alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Ch 0 alkyl, or C 2 -io alkenyl; 
R* is alkylene, alkenylene, or alkynylene, which may he interrupted by one or 
1 0 more -O- groups; 

R 7 is=Oor=S; 

is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 
or more -O- groups; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R 9 can join together with any carbon 
15 atom of R$ to form a ring of the formula 




(CH 2 ); 



2/3-8 



Rio is hydrogen or Cuo alkyl; or R9 and Rio can join together to form a ring 
selected from 



-N-C(R 7 ) 
"« ;and 

20 Rn is C2.7 alkylene which is straight chain or branched, wherein the branching 

does not prevent formation of the ring; 
or a pharmaceutically acceptable salt thereof 
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Compounds of Formula 1-2 

Another embodiment includes a class of compounds represented by Formula (1-2): 




a-2) 

5 wherein: 

X is -CHfRsK -CH(R 5 >alkylene-, -CH(R 5 )-alkenylene-, or 
CH(R 5 )-alkylene-Y-alkylene-; 

Ri-2 is selected from the group consisting of: 

-R6-N(Rs)-S0 2 -R8-a]kyl; 
10 -R6— N(R5)— S0 2 — Rs— alkenyi; 

-Rr-N(R9>-S02-R8-aryl; 

-R6-N(Rg)-S02-Rs-heteroaryl; 

-R^N(R9)^Or-R8-heterocyclyl; 

-Re— N(R9)— S0 2 — Rio; 
15 -R6-N(R 9 )-S02-N(R5>R8-a]kyl; 

-R6-N(R9>S02-N(Rs>R8-alkenyl; 

-R6-N(R9)-S02-N(R s >R8-aryl; 

-R6-N(R 9 )-S02-N(Rs>R8-heteroaryl; 

-R6-N(R9)-S02-N(R5>R8-heterocyclyl; and 
20 -R6-N(R9)-S02-NH2; 

R2 is selected from the group consisting of: 

-hydrogen; 

-alkyl; 

-alkenyh 
25 -aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkylene-Y-alkyh 
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-alkylene-Y- alkenyl; 
-alkylene- Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 



-OH; 

-halogen; 

-N(R 5 )2; 

-C(0>Cmo alkyl; 
-C(0>0-Cmo alkyl; 
-N 3 ; 
-aryl; 

-heteroaryi; 
-heterocyclyl; 
-C(0)-aryi; and 
-C(0)-heteroaryl; 



Yis-0-or-S(OV 2 -; 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C 2 -io alkenyl, C 2 -io alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkjdamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 

R* is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

Ra is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 
or more -O- groups; 

R*> is hydrogen, Cm© alkyl, or arylalkyl; or R9 can join together with any carbon 
atom of Re to form a ring of the formula 



Rio is hydrogen or Cmo alkyl; or R$ and Rio can join together to form a ring having 
the structure 
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R12 is C2-7 alkylene which is straight chain or branched, wherein the branching 
does not prevent formation of the ring; 
or a pharmaceutically acceptable salt thereof 

Compounds of Formula 1-3 

Another embodiment includes a class of compounds represented by Formula (1-3): 




10 (1-3) 
wherein: 

X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CH(R 5 >alkenylene-, or 
CH(R 5 )-alkylene-Y-alkylene-; 
15 R1-3 is selected from the group consisting of: 

-R^N(R 9 )-C(R7)-N(R 5 K^R 8 -alkyl; 
-R6-N(R 9 )- C(R 7 )— N(R 5 >-Q-R8-alkenyl; 
-R6-N(R9)- C(R 7 )-N(R 5 )-Q-R8-aryl; 
-Rfi-N(R 9 >- C(R 7 )— N(R 5 )-Q-Rr-heteroaryl; 
20 -F^N(R 9 )-C(R7)— N(K5>-Q-Rrieterocyclyl; 
-Rs-N(R9)- C(R 7 )-N(R 5 )2; 

r\ 

-Rs-N(Rg>- C(R 7 )-N(R U )-Q-Riralkyl; 
-Rs-N(R 9 >- C(R 7 )-N(Rn>-Q-R8-aIkenyl; 
25 -R^-N(R 9 >- C(R 7 )-N(Rn)-Q-R«-aryl; 

-Rfi-N(R 9 >- C(R 7 )— N(R u )-Q-RHieteroaryl; 
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-R^N(R9>- C(R 7 )-N(R n H5-R r -heterocyclyl; and 
-R^N(R*)- CCRv^-NCRiOH; 
R 2 is selected from the group consisting of: 
-hydrogen; 
-alkyi; 
-alkenyl; 
-aryl; 

-heteroaryi; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryi; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 
-halogen; 
-N(R 5 )2; 

-C(0)-Cmo alkyl; 
-C(O>O-C M0 alkyl; 
-N 3 ; 
-aryl; 

-heteroaryi; 

-heterocyclyl; 

-C(0)-aryl; and 

-C(0)-heteroaryI; 
Yis-0-or-S(0)o- 2 s 
Q is a bond, -C(0)-, or --SO2-; 

A represents the atoms necessary to provide a 5- or 6- membered heterocyclic or 
heteroaromatic ring that contains up to three heteroatoms; 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2.10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 
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each R 5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 
R$ is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

each R7 is =0 or =S; 

5 R$ is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 

or more -O- groups; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 
atom of &6 to form a ring of the formula 

(CH 2 ) M ;and 

10 Rn is Cmo alkyl; or R$ and Rn can join together to form a ring having the 

structure 

— N-C(R 7 ) 
C V N— 

or a pharmaceutical^ acceptable salt thereof. 

15 Compounds of Formula 1-4 

Another embodiment includes a class of compounds represented by Formula (1-4): 




20 wherein: 

X is -CH(R 5 >, -CH(R 5 >alkylene-, -CH(R5)-alkenylene-, or 
CH(R5>aIkylene-Y-alkylenes 

R14 is selected from the group consisting of: 
-alkenyl; 

25 -aryl; and 
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-R<r-aryl; 

R 2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 

5 -alkenyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
10 -alkylene-Y- alkenyl; 

-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 

15 -halogen; 

-N(R5) 2 ; 

-C(0)-Cmo alkyl; 
-C(0)-0-Ci.io alkyl; 
-N 3 ; 

20 -aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
25 Yis-0-or^S(0)o.2-; 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, atkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmq alkyl, or C2-10 alkenyl; and 
30 R* is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

more -O- groups; 

or a pharmaceutical^ acceptable salt thereof 
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Compounds of Formula 1-5 

Another embodiment includes a class of compounds represented by Formula (1-5): 




wherein: 

X is -CH(R 5 )-, -CH(R 5 >alkylene-, -CH(R^>alkenylene-, or 
CH(R 5 >alkylene-Y-alkylene~; 
10 Ri-s is selected from the group consisting of: 

-heteroaryl; 

-heterocyclyl; 

-R$- heteroaryl; and 

-R^-heterocyclyl; 
15 Ra is selected from the group consisting of: 

-hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

20 -heteroaryl; 

-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

25 - alkyl or alkenyl substituted by one or more substituents selected from the 

group consisting of: 
-OH; 
-halogen; 
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-N(R5>2; 

-C(0)-Cmo alkyl; 
-C(O)-O-C M 0 alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-S(0)o- 2 S 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-io alkenyl, C2-10 alkynyi, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylaroino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; and 
R$ is alkylene, alkenylene, or alkynylene, which may he interrupted by one or 
more -O- groups; 

or a pharmaceutical^ acceptable salt thereof. 

Compounds of Formula 1-6 

Another embodiment includes thioether compounds represented by Formula (1-6): 




wherein: 

X is -CH(R 5 >, -CH(R5)-alkylene-, -CH(R 5 >alkenylene-, or 
CH(R5>alkylene-Y-aIkylene-; 

R1.6 is selected from the group consisting of: 

-alkyl; 

-aryl; 
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-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-R<r-aryl; 
-Re- heteroaryl; 
-R^-ieterocyclyl; 
R 2 is selected from the group consisting o£ 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkylene-Y-alkyl; 

- alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 

-OH; 

-halogen; 

-N(R 5 )2; 

-C(0)-Cmo alkyl; 
-C(O)-O-C M0 alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-O-or^S(O) 0 -2S 



21 



WO 03/103584 



PCT/US03/17659 



R3 and R4 are independently selected from the group consisting of hydrogen, Cuo 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cm 0 alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; and 
5 R* is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

more-O— atoms; 

or a pharmaceutical^ acceptable salt thereof. 

Intermediate Compounds 
10 Another aspect of the invention includes intermediate compounds of Formulas II, 

IV, V, LVIII, LDC-1, UX-2, LDC-3, LDC-4, LDC-5, LXXVIE, LXXDC, LXXX-4, and 
LXXX-5. 

In one embodiment, a class of intermediate compounds is represented by Formula 

It 

15 




CD 

wherein 

X is -GH(R$>, -CH(R 5 )-a]kylene~, -CH^-alkenylene-, or 
20 CH(R 5 )-alkylene-Y-alkylene-; 

R 2 is selected fix>m the group consisting of: 
•hydrogen; 
-alkyl; 
-alkenyl; 
25 -aryl; 
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-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyi; 
-alkylene-Y-aryl; and 

-alkyl or alkenyi substituted by one or more substituents selected from the 
group consisting of: 



-OH; 

-halogen; 

-N(R 5 ) 2 ; 

-C(0>Ci-io alkyl; 
-C(0>0-Cmo alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0>aryl; and 
-C(0)-heteroaryi; 



Yis-0-or-S(0)o- 2 -; 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyi, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2.10 alkenyi; 

is alkylene, alkenylene, or alkynyiene, which maybe interrupted by one or 
more -O— atoms; and 

R9 is hydrogen, Cmo alkyl, or arylaUcyl; or R$ can join together with any caibon 
atom of R* to form a ring of the formula 




or a pharmaceutical^ acceptable salt thereof. 
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In another embodiment, a class of intermediate compounds is represented by 



X is -CH(R 5 K -CH(Rs)-alkylen€>-, -CH(R 5 )-alkenylene-, or 
CH(R 5 )-aIkylene-Y-alkylenes 

Ri^ is selected from the group consisting of: 

-alkyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-Rtf-aryl; 
-R$- heteroaryl; 
-Rs-heterocyclyl; 
R2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 



Formula IV: 




(IV) 



wherein: 



24 



WO 03/103584 



PCT7US03/17659 



-alkylene-Y-alkyl; 

- alkyene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
5 group consisting of: 

-OH; 

-halogen; 

-N(R 5 )2; 

-C(0>Cmo alkyl; 
10 -C(O)-O-C M0 alkyl; 

-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
15 -C(0)-aryl; and 

-C(O>hetOT0aryl; 
Yis-0-or-S(0)o-2-; 

R 3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
20 dialkylamino, halogen, and nitro; 

each R$ is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; and 
R$ is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O— atoms; 

or a pharmaceutical^ acceptable salt thereof. 
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In another embodiment, a class of intermediate compounds is represented by 
Formula V: 




(V) 

wherein: 

X is -CH(R 5 >, -CH(R5>alkylene-, -CH(R5>-alkenylene-, or 
CH(R 5 >alkylene-Y-alkylene-; 

Ru is selected from the group consisting of: 

-alkyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-R$-aryl; 
-R<s- heteroaryl; 
-R^4ieterocyclyl; 
R2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkylene-Y-alkyl; 
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- alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 

-OH; 

-halogen; 

-NCR^; 

-C(O)-C M0 alkyl; 
-C(0)-0-C W o alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0>aryl; and 
-C(0>heteroaryl; 
Yis-0-or-S(0)o- 2 -; 

R 3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C 2 -io alkenyl, C2-10 alkynyl, C M o alkoxy, C M0 alkjdthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cu 0 alkyl, or C2-10 alkenyl; and 
R* is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O— atoms; 

or a phannaceutically acceptable salt thereof. 
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In another embodiment, a class of intermediate compounds is represented by 
Formula LVIII: 




(LVm) 

5 wherein 

X is -CH(R 5 )-, -CH(R 5 )-alkylene^, -CH(R 5 )-alkenylene~, or 
CH(R 5 >-alkylene-Y-alkylene-; 

R.2 is selected from the group consisting of; 
-hydrogen; 
10 -alkyl; 

-alkenyl; 
-aiyl; 

-heteroaryl; 
-heterocyclyl; 
15 -alkylene-Y-alkyl; 

-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

-alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
20 -OH; 

-halogen; 

-C(0)-Cmo alkyl; 
-C(0)-0-C,.,o alkyl; 
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5 



-N 3 ; 
-aryi; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryi; 



Yis-0-or-S(0)<Kr; 

R3 and R4 are independently selected from die group consisting of hydrogen, C1-10 
alkyl, C2-10 alkenyi, C 2 -io alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
1 0 dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyi; 

is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O— atoms; and 

R 9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 
15 atom of R* to form a ring of the formula 



or a pharmaceutically acceptable salt thereof. 

In another embodiment, a class of intermediate compounds is represented by 
Formulas LIX-1, LDC-2, and LIX-3: 

20 




( CH 2)3-8 




(LIX-1 

LK-2 
UX-3) 
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wherein: 



Ri-1,2,3 isRw inLIX-l, R U2 inUK-2, andRi. 3 in LK-3; 
X is -CH(R 5 >, -CH(R 5 >alkylene-, -CH(R 5 )-alkenylene-, or 
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CH(R 5 >alkylene-Y-alkylene-; 

Ri-i is selected from the group consisting of: 
-Re-C(R 7 >-Z-R8-alkyl; 
-Re-C(R 7 )-Z-R«— alkenyl; 
-R6-C(R 7 )-Z-R8— aryk 
-R6-C(R7>-Z-R8— heteroaryl; 
-R«-C(R7)-Z-R8— hetoocycljl; 
-R6-€(R7)-Z-H; 
-Re-NORg) -C(R 7 )-R«-alkyl; 
-Re-NCR^) -C(R 7 )-R8— alkenyl; 
-Rff-N(R9>-C(R7)-R8-aryl; 
-R^N(R9>-C(R7)-Rr*eteroaryi; 
-Re-N(R9>-C(R7>-RHieterocyclyl; and 
-R<r-N(R9)-C(R7)-Rio; 
R1-2 is selected from the group consisting of: 
-R5— N(Rg)— SO2— Rg— alkyl; 
-R5— N(Rs)— S0 2 — Rg— alkenyl; 
-Rs-N(R9>-S02-R8-aryl; 
-Rs-N(R9>-S Or-Rg-ieteroaryl; 
-Rs-N(R9)-SOr-R8-^ieterocyclyl; 
-R5-N(R9)-S0 2 -Rio; 
-R5-N(R 9 )-S02-N(R 5 )-R8-alkyl; 
-Rs-N(R9)-S02-N(R5>R8-alkenyl; 
-R5-N(R9)-SOrN(R5)-R8-aryl; 
-R5-N(R9>SO r N(R 5 >R8-heteroaryl; 
-R6-N(R9)-SO r N(R5)-Rs-heterocyclyl; and 
-R6-N(R9)-S02-NH 2 ; 
R1.3 is selected from the group consisting of: 
-Re-N(R9K:(R7)-N(R5)-Q^-alkyl; 
-R^N^J-C^-NCRsKHE^ltenyl; 
-Ry-NCRgV-C^-NCRsH^Rs-aryl; 
-Rs-N(R 9 )- C(R 7 )-N(R5>-Q-R8-heteroaryl; 
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-Re-N(Rx>)- C(R 7 )— N(R 5 >-Q-RHieterocyclyl; 
-IU-N^-CCRt^NCRs^; 

-I^N(^)-C(R7)— N(Rii)-Q— Rs-aBcjd; 
-Re-N(E^>-C(R7)— N(Ru)-Q— Ry-dkenji; 
-Re-N^yC^)-^ !>-Q-Rr-aryl; 
-R«-N(R9>- C(R 7 )— N(Ru>-Q— Rs-heteroaryl; 
-Re-NCR*)- C(R 7 )— N(Rn)-Q— Rr-heterocyclyl; and 
-Rs-NCR))- C(R 7 )-N(R U )H; 
R2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substitueuts selected from the 
group consisting of: 
-OH; 
-halogen; 
-N(R 5 )2; 

-C(0)-Ci.io alkyl; 
-C(O>O-C M0 alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
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-C(0)-heteroaryl; 
Yis-0-or-S(0)o-2S 
Z is-N(R 5 )-, -0-,or -S-; 
Q is a bond, --CO-, or -SOrS 
5 A represents the atoms necessary to provide a 5- or 6-membered heterocyclic or 

heteroaromatic ring that contains up to three heteroatoms; 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2.10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkyithio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 
10 each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 

IU is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

R 7 is =0 or =S; 

Rs is a bond, alkylene, alkenylene, or aJkynyleiie, which may be interrupted by one 
15 or more -O- groups; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 
atom of Re to form a ring of the formula 

-f~) f- 

( CH 2)m 

Rio is hydrogen or Cmo alkyl; or R 9 and R w can join together to form a ring 
20 selected from 

1 -N~C(R 7 ) — N-S0 2 

Ru is Cmo alkyl; or R9 and Rn can join together to form a ring having the 
structure 

— N-C(R,) 

( y- 

(CH ^ 7 ;and 

25 R12 is C2.7 alkylene which is straight chain or branched, wherein the branching 

does not prevent formation of the ring; 
or a phannaceutically acceptable salt thereof. 
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In another embodiment, a class of intermediate compounds is represented by 
Formulas LDt-4, and LDC-5: 




wherein: 

Rm, 5 is Rw in LEX-4, and Rm in LDC-5; 
10 X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CH(R5>alkenylene-, or 

CH(R 5 )-alkylene-Y-alkylenes 

is selected from the group consisting of: 
-alkenyl; 
-aryl; and 

15 -R<raryl; 

R1-5 is selected from the group consisting of: 

-heteroaryl; 

-heterocyclyl; 

•Re- heteroaryl; and 
20 -R^-heterocyclyl; 

R2 is selected from the group consisting of: 

-hydrogen; 

-alkyl; 

-alkenyl; 
25 -aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkylene-Y-alkyl; 

-alkylene-Y- alkenyl; 
30 -alkylene-Y-aryl; and 
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- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of. 

-OH; 
-halogen; 

-C(O)-C M0 alkyl; 

-C(0>0-CMoa]kyl; 

-N 3 ; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0>aryl; and 
-C(0)-heteroaryl; 
Yis-Oor-5(0)o.2S 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; and 

is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

or a pharmaceutical^ acceptable salt thereof. 

In another embodiment, a class of intermediate compounds is represented by 
FonntdaLXXVm: 




(uacvm) 

wherein 



34 



WO 03/103584 



PCT/US03/17659 



X is -CH(R 5 >, -CH(R 5 >alkylene- 5 -CH(R5>alkenylene-, or 



5 



CH(R 5 )-aIkylene-Y-aIkylenes 

Yis-0-or-S(0)o.2S 
BOC is terf-butoxycaibonyl; 

each Ks is independently hydrogen, Cmo alkyl, or C2A0 alkenyl; 



R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C 2 -io alkynyl, C H0 alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

R6 is alkylene, alkenylene, or alkynyiene, which may be interrupted by one or 
10 more -O— atoms; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R$ can join together with any carbon 
atom of R6 to form a ring of the formula 



T is selected from nitro and amino; 
15 or a pharmaceutical^ acceptable salt thereof. 

In another embodiment, a class of intermediate compounds is represented by 
Formula LXXIX: 



20 wherein 

X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CH(R 5 )-alkenylene-, or 
CH(R^)-alkylene-Y-alkylene-; 
Yis-0-or^S(0)o.2S 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
25 alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 





(LXXIX) 
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each R 5 is independently hydrogen, Cwo alkyl, or C 2 -io alkenyl; and 

T is selected from nitro and amino; 
or a pharmaceutical^ acceptable salt thereof 

In another embodiment, a class of intermediate compounds is represented by 
Formulas LXXX-4 and LXXX-5: 




(LXXX-4 
LXXX-5) 



wherein 

Rm, 5 is Rm in LXXX-4, and R M in LXXX-5; 
X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CH(R 5 >aBcenylene-, or 
CH(R 5 )-alkylene-Y-alkylene-; 

Yis~0-or-S(0)o- 2 S 

Ri-5 is selected from the group consisting of: 

-heteroaryl; 

-heterocyclyl; 

-R6- heteroaryl; and 

-R^ieterocyclyl; 
Rm is selected from the group consisting of: 

-alkenyl; 

-aryl; and 

-Rs-aryl; 

R 3 and R4 are independently selected from the group consisting of hydrogen, C\, 
alkyl, C2-10 alkenyl, C2-10 alkynyl, C1-10 alkoxy, C M0 alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cwo alkyl, or C 2 .io alkenyl; 
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R$ is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; and 

T is selected from nitro and amino; 
or a pharmaceutical acceptable salt thereof. 

5 

Preparation of the Compounds 

Some embodiments of the invention including compounds Formula 1-6 and 
intermediate compounds can be prepared according to Reaction Scheme I where Ri^, R^, 
R3, R4, and X are as defined above and Ph is phenyl. 

10 In step (1) of Reaction Scheme I, a 2,4-dihydroxy-3-nitxopyridine of Formula X is 

chlorinated using conventional chlorinating agents to provide a 2,4-dichloro-i- 
nitropyridine of Formula XL Preferably, a compound of Formula X is combined with 
phosphorous oxychloride and heated. Many 2,4-dihydroxy-3-nitropyridines are known 
and others can be readily prepared using known synthetic methods, see for example, 

15 Lindstrom et aL, U.S. Patent No. 5,446,153 and the references cited therein. 

In step (2) of Reaction Scheme I, a 2,4^ichloro-3-nitropyridine of Formula XI is 
reacted with an amine of formula HO-X-NH 2 to provide a 2-chloro-3-nitropyridine of 
Formula XII. The reaction can be carried out by adding the amine to a solution of a 
compound of Formula XI in a suitable solvent such as N^-dimethylformamide in the 

20 presence of triethylamine. Many amines of the formula HO-X-NEfe are commercially 
available; others can be readily prepared using known synthetic methods. 

In step (3) of Reaction Scheme I, a 2<hloro-3-nitropyridine of Formula XII is 
reacted with sodium phenoxide to provide a 3-nitro-2-phenoxypyridine of Formula Xm. 
Phenol is reacted with sodium hydride in a suitable solvent such as tetrahydrofuran to 

25 form the phenoxide. The phenoxide is then reacted at an elevated temperature with a 
compound of Formula XH. 

In step (4) of Reaction Scheme I, a 3-nitro-2-phenoxypyridine of Formula XHI is 
chlorinated using conventional chlorinating agents to provide a 3-nitro-2-phenoxypyridine 
of Formula XIV. Preferably, the reaction is carried out by combining a compound of 

30 Formula XIH with thionyl chloride in a suitable solvent such as dichloromethane and 
heating. 
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In step (5) of Reaction Scheme I, a 3-nitro-2-phenoxypyridine of Formula XIV is 
reduced to provide a 2-phenoxypyridine-3,4^ainine of Formula XV, Preferably, the 
reduction is carried out using a conventional heterogeneous catalyst such as platinum on 
carbon. The reaction can be conveniently carried out on a Pair apparatus in a suitable 
5 solvent such as toluene or acetonitrile. 

Alternatively in step (5), Ni 2 B can be generated in situ from sodium borohydride 
and NiCl 2 in the presence of methanol A compound of Formula XIV can be added to the 
resulting reducing agent solution to effect reduction of the nitro group. When a compound 
of Formula XIV contains an alkenyl, alkynyl, alkenylene or alkynylene moiety, the M2B 

10 reducing agent can be used without reducing these moieties. The product can be isolated 
from the reaction mixture using conventional methods. 

In step (6) of Reaction Scheme I, a 2-phenoxypyridine-3,4-diamine of Formula XV 
is reacted with a caiboxylic acid or an equivalent thereof to provide a 4-phenoxy-lff- 
imidazo[4,5-c]pyridine of Formula XVI. Suitable equivalents to a carboxylic acid include 

15 orthoesters, and 1,1-dialkoxyalkyi alkanoates. The carboxylic acid or equivalent is 
selected such that it will provide the desired R 2 substituent in a compound of Formula 
XVI. For example, triethyl orthoformate will provide a compound where R 2 is hydrogen 
and trimethyl orthovalerate will provide a compound where R 2 is butyl. The reaction can 
be run in the absence of solvent or in an inert solvent such as toluene. The reaction is run 

20 with sufficient heating to drive off any alcohol or water formed as a byproduct of the 
reaction. Optionally, a catalyst such as pyridine hydrochloride can be included 

Alternatively, step (6) can be carried out by (i) reacting the diamine of Formula 
XV with an acyl halide of Formula R 2 C(0)C1 or R 2 C(0)Br and then (ii) cyclizing. In part 
(i), the acyl halide is added to a solution of the diamine in a suitable solvent such as 

25 pyridine. The reaction can be carried out at ambient temperature. In part (ii), the product 
of part (i) is heated in pyridine in the presence of pyridine hydrochloride. 

In step (7) of Reaction Scheme I, a 4-phenoxy-l/T-inaidazo[4,5-c]pyridine of 
Formula XVI is reacted with a compound of Formula R M SNa to provide a 2-phenoxy-ltf- 
imidazo[4,5-c]pyridine of Formula m. Preferably, a thiol of the Formula R W SH is reacted 

30 with sodium hydride in a suitable solvent such as N^r-dimefliylformainide to generate the 
anion, which is then reacted with a compound of Formula XVL 
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In step (8) of Reaction Scheme I, a 4-phenoxy-lH-iniidazo[4,5-c]pyridine of 
Formula in is aminated to provide a lif-imidazo [4,5-c]pyridin-4-amine of Formula XVII 
which is a subgenus of Formula 1-6. The reaction can be carried out by combining a 
compound of Formula IE with ammonium acetate and heating (140 - 160°C). Optionally, 
5 the reaction can be carried out in a pressure vessel. The product or a pharmaceutically 
acceptable salt thereof can be isolated using conventional methods. 

In step (9) of Reaction Scheme I, a lH-imidazo[4,5-c]pyridin-4-ainine of Formula 
XVII is oxidized to provide a ljff-inddazo[4,5^]pyridin-4-ainine of Formula XVHI which 
is a subgenus of Formula 1-6. Preferably, a solution of a compound of Formula XVII in a 
1 0 suitable solvent such as chloroform or dichloromethane is treated with 3- 

chloroperoxybenzoic acid. The degree of oxidation is controlled by adjusting the amount 
of 3-chloroperoxybenxzoic acid used in the reaction; Le., using approximately one 
equivalent will provide the sulfoxide whereas using two equivalents will provide the 
sulfone. The product or a pharmaceutically acceptable salt thereof can be isolated using 
15 conventional methods. 

Alternatively, steps (8) and (9) of Reaction Scheme I can be reversed as shown in 
steps (10) and (1 1). In step (10) of Reaction Scheme I, a 4-phenoxy-li?-imidazo[4,5- 
c]pyridine of Formula HI is oxidized as in step (9) to provide a 4~phenoxy-l#~ 
imidazo[4,5-c]pyridin-4-ainine of Formula XLffl. Preferably, the oxidation reaction is 
20 carried out at a reduced temperature, for example, about 0 °C. The product or a 

pharmaceutically acceptable salt thereof can be isolated using conventional methods. 

In step (11) of Reaction Scheme I, a 4-phenoxy- liy-imidazo[4,5-c]pyridin^ainine 
of Formula XLDI is aminated as in step (8) to provide a lH-imidazo[4,5-c]pyridin-4- 
amine of Formula XVffl which is a subgenus of Formula 1-6. The product or a 
25 pharmaceutically acceptable salt thereof can be isolated using conventional methods. 
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Reaction Scheme I 




5 Some embodiments of the invention including compounds of Formula 1-1, 1-2, 1-3, 

and intermediate compounds can be prepared according to Reaction Scheme II where R M , 
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2, 3 (Ri-i, R1-2, and R^), R 2 , R3, R4, R*, R9 and X are as defined above and BOC is tert- 
butoxycarbonyL 

In step (1) of Reaction Scheme n, the amino group of an aminoalcohol of Formula 

XDC is protected with a terf-butoxycarbonyl group to provide a compound of Formula XX. 
5 A solution of the aminoalcohol in tetrahydrofuran is treated with di-tert-butyl dicarbonate 

in the presence of a base such as sodium hydroxide. Many aminoalcohols of Formula XIX 

are commercially available; others can be prepared using known synthetic methods. 
In step (2) of Reaction Scheme II, a protected amino alcohol of Formula XX is 

converted to a methanesulfonate of Formula XXL A solution of a compound of Formula 
10 XX in a suitable solvent such as dichloromethane is treated with methanesulfonyl chloride 

in the presence of a base such as triethylamine. The reaction can be carried out at a 

reduced temperature (0°C). 

In step (3a) of Reaction Scheme n, a methanesulfonate of Formula XXI is 

converted to an azide of Formula XXII, Sodium azide is added to a solution of a 
1 5 compound of Formula XXI in a suitable solvent such as N JN-dimethylfonnamide. The 

reaction can be carried out at an elevated temperature (80 - 100°C). 

In step (3b) of Reaction Scheme n, a compound of Formula XXII is alkylated with 

a halide of Formula Hal-R^ to provide a compound of Formula XXHL In compounds 

where R9 is hydrogen, this step is omitted. The compound of Formula XXH is reacted 
20 with sodium hydride in a suitable solvent such as NJN-^imethylformamide to form the 

anion and then combined with the halide. The reaction can be carried out at ambient 

temperature. 

In step (4) of Reaction Scheme n, an azide of Formula XXm is reduced to provide 
an amine of Formula XXIV. Preferably, the reduction is carried out using a conventional 
25 heterogeneous hydrogenation catalyst such as palladium on carbon. The reaction can 
conveniently be carried out on a Parr apparatus in a suitable solvent such as toluene. 

In step (5) of Reaction Scheme n, a 2,4-dichloro-3-nitropyridine of Formula XI 
(see Reaction Scheme I) is reacted with an amine of Formula XXIV to provide a 2-chloro- 
3-nitropyridine of Formula XXV. The reaction can be carried out by adding an amine of 
30 Formula XXIV to a solution of a compound of Formula XI in a suitable solvent such as 
N^f-dimethylformamide in the presence of a base such as triethylamine. 
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In step (6) of Reaction Scheme II, a 2-chloro-3-nitropyridine of Foimula XXV is 
reacted with sodium phenoxide to provide a 3-nitro-2-phenoxypyridine of Formula XXVI. 
Phenol is reacted with sodium hydride in a suitable solvent such as tetrahydrofuran to 
form the phenoxide. The phenoxide is then reacted at an elevated temperature with a 
5 compound of Formula XXV. 

In step (7) of Reaction Scheme II, a 3-mtro-2-phenoxypyridine of Formula XXVI 
is reduced to provide a 2-phenoxypyridine-3 3 4^amine of Formula XXVIL Preferably, 
the reduction is carried out using a conventional heterogeneous catalyst such as platinum 
on caibon. The reaction can be conveniently carried out on a Parr apparatus in a suitable 
10 solvent such as, for example, toluene, 2-propanol, ethanol, and mixtures thereof 

Alternatively in step (7), N12B can be generated in situ from sodium borbhydride 
and NiCl 2 in the presence of methanol. A compound of Formula XXVI can be added to 
the resulting reducing agent solution to effect reduction of the nitro group. When a 
compound of Formula XXVI contains an alkenyl, alkynyl, alkenylene or alkynylene 
1 5 moiety, the N12B reducing agent can be used without reducing these moieties. The 
product can be isolated from the reaction mixture using conventional methods. 

In step (8) of Reaction Scheme H, a 2-phenoxypyridine-3, 4-diamine of Formula 
XXVH is reacted with a caiboxylic acid or an equivalent thereof to provide a 4-phenoxy- 
ljff-imidazo[4,5-c]pyridine of Formula XXVUL Suitable equivalents to a caiboxylic acid 
20 include orthoesters, and 1,1-dialkoxyalkyl alkanoates. The caiboxylic acid or equivalent 
is selected such that it will provide the desired R2 substituent in a compound of Formula 
XXVLL For example, triethyl orthoformate will provide a compound where R 2 is 
hydrogen and trimethyl orthovalerate will provide a compound where R 2 is butyl. The 
reaction can be run in the absence of solvent or in an inert solvent such as toluene. The 
25 reaction is run with sufficient heating to drive off any alcohol or water formed as a 
byproduct of the reaction. Optionally, a catalyst such as pyridine hydrochloride can be 
included. 

Alternatively, step (8) can be carried out by (i) reacting the diamine of Formula 
XXVH with an acyl halide of Formula RjC(0)Cl or R 2 C(0)Br and then (ii) cyclizing. In 
30 part (i), the acyl halide is added to a solution of the diamine in a suitable solvent such as 
pyridine. The reaction can be carried out at ambient temperature. In part (ii), the product 
of part (i) is heated in pyridine in the presence of pyridine hydrochloride. 
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la step (9) of Reaction Scheme II, a ^phenoxy-lH-inudazo^^-clpyridine of 
Formula XXVm is aminated to provide a (4-amko-liir--imidazo[4 3 5- 
c]pyridinyl)acetamide of Formula VL The reaction can be carried out by combining a 
compound of Formula XXVIII with ammonium acetate and heating (140 - 160°C). 
5 Optionally, the reaction can be carried out in a pressure vessel. 

In step (10) of Reaction Scheme II, (4-amino-lff-imidazo[4,5- 
c]pyridinyl)acetamide of Formula VI is hydrolyzed under acidic conditions to provide a 
lH-imidazo[4,5^]pyridin-^amine of Formula EL Preferably, a compound of Formula VI 
is treated with hydrochloric acid/ethanol at an elevated temperature. 
10 hi step (1 1) of Reaction Scheme n, a lfrimidazo[4,5-c]pyridin-^amine of 

Formula II is converted to a lF-imidazo[4,5-c]pyridin^amine of Formula 1-2 using 
conventional methods. For example, sulfonamides of Formula 1-2 can be prepared by 
reacting a compound of Formula II with a sulfonyl chloride of Formula RJ3(02)C1, where 
Ra is Ra-aUcyl, Rg-alkenyl, Rg-aryl, Rs-heteroaryi or Rg-heterocyclyL The reaction can be 
15 carried out by adding the sulfonyl chloride to a solution of a compound of Formula II in a 
suitable solvent such as chloroform at ambient temperature. Sulfamides of Formula 1-2 
can be prepared by reacting a compound of Formula H with sul&ryl chloride to generate a 
sulfemoyl chloride in situ and then reacting the sulfemoyl chloride with an amine of 
Formula HNRfR*. The product or a pharmaceutically acceptable salt thereof can be 
20 isolated using conventional methods. 

Amides of Formula 1-1 can be prepared from lff-imidazo[4,5-clpyridin-4-amines 
of Formula II using conventional methods. For example, a compound of Formula II can 
be reacted with an acid chloride of Formula RaC(0)CL The reaction can be carried out by 
adding the acid chloride to a solution of a compound of Formula II in a suitable solvent 
25 such as chloroform, optionally in the presence of a base such as triethylamine, at ambient 
temperature. The product or a phannaceutically acceptable salt thereof can be isolated 
using conventional methods. 

Ureas and thioureas of Formula 1-3 can be prepared from l#-imidazo[4,5- 
c]pyridin-4-amines of Formula II using conventional methods. For example, a compound 
30 of Formula II can be reacted with an isocyanate of Formula RaN=00. The reaction can 
be carried out by adding the isocyanate to a solution of a compound of Formula II in a 
suitable solvent such as chloroform, optionally in the presence of a base such as 
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triethylamine, at ambient temperature. Alternatively, a compound of Formula II can be 
reacted with a thioisocyanate of Formula RaN=0=S, a sulfonyl isocyanate of Formula 
IUS(02)N=00 or a carbamoyl chloride of Formula RaNC(0)CL The product or a 
pharmaceutically acceptable salt thereof can be isolated using conventional methods. 
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Some embodiments of the invention including compounds of Formulas 1-4, 1-5, 
and intermediate compounds can be prepared according to Reaction Scheme HI where 
Rm, 5 (Rm and Ri_ 5 ), R2, R 3 , R4» X, and Ph are as defined above, 
5 In step (1) of Reaction Scheme m, a 2,4-dichloro-3-nitropyridine of Fonnula XI is 

reacted with an amine of formula Ri^-0-X-NH 2 or R1-5-O-X-NH2 to provide a 2-chloro-3- 
nitropyridine of Fonnula XXK-4 or XXK-5. The reaction can be carried out by adding 
the amine to a solution of compound of Fonnula XI in a suitable solvent such as N, N- 
dimethylformamide in the presence of triethylamine. The product of the reaction can be 

1 0 isolated from the reaction mixture using conventional methods. Many amines of the 

formula RM-O-X-NH2 or R1.5-O-X-NH2 are commercially available; others can be readily 
prepared using known synthetic methods. For example, benzyloxyethylamine 
hydrochloride can be prepared by reacting tert-butyl 2-(hydroxy)ethylcaibamate with 
benzyl bromide in the presence of sodium hydroxide and benzyltrimethylammonium 

15 chloride, and then converting the resulting ferf-butyl 2-(benzyloxy)ethylcarbamate to 
benzyloxyethylamine hydrochloride in the presence of hydrochloric acid, ethanol, and 
water. 

In other examples, 2-(3-pyridin-3-yl-propoxy)ethylamine and 2-[3-(l,3-thiazol-2- 
yI)propoxy]ethylamine can be prepared by reacting tert-butyl 2-(hydroxy)ethylcaibamate 

20 with 3-bromopropyne under the phase transfer conditions described above. The resulting 
terf-butyl 2-(prop-2-ynyloxy)ethylcaibamate can be coupled with heteroaryl bromides 
such as 3-bromopyridine and 2-bromothiazole by means of a palladium complex generated 
from a palladium catalyst such as cficUorobis(triphenylphosphine)palladium (II) in the 
presence of copper (I) iodide and a base such as triethylamine. The reaction is 

25 conveniently carried out in a suitable solvent such as acetonitrile and can be heated at an 
elevated temperature. The products from the coupling reaction can be hydrogenated in the 
presence of a conventional heterogeneous catalyst such as 10% palladium on caibon. The 
hydrogenation reaction is conveniently carried out in a Parr vessel in a solvent such as 
methanol. Finally, the resulting terf-butyl 2-(heteroarylpropoxy)ethylcarbamates can be 

30 deprotected to provide 2-(heteroarylpropoxy)ethylainines under conditions described 
above. 
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In step (2) of Reaction Scheme m, a 2-cUoro-3~nitropyridine of Foimula XXDC-4 
or XXK-5 is reacted with sodium phenoxide to provide a 3 -rtitro-2-phenoxypyridine of 
Formula XXX-4 or XXX-5. Phenol is reacted with sodium hydride in a suitable solvent 
such as diglyme (bis(2-methoxyethyl) ether) to form (he phenoxide. The phenoxide is 
5 then reacted at an elevated temperature with a compound of Formula XXDC-4 or XXDC-5. 
The product can be isolated from the reaction mixture using conventional methods. 

In step (3) of Reaction Scheme m, a 3-nitro-2-phenoxypyridine of Formula XXX- 
4 or XXX-5 is reduced to provide a 2-phenoxypyridine-3,4-diamine of Formula XXXI-4 
or XXXI-5. Preferably, the reduction is carried out using a conventional heterogeneous 
10 catalyst such as platinum on carbon. The reaction can be conveniently carried out on a 
Pair apparatus in a suitable solvent such as toluene. 

Alternatively in step (3), Ni^B can be generated in situ from sodium borohydride 
and NiCk in the presence of methanol. A compound of Formula XXX-4 or XXX-5 can be 
added to the resulting reducing agent solution to effect reduction of the nitro group. When 
15 a compound of Formula XXX-4 or XXX-5 contains an alkenyl, alkynyl, alkenylene or 
alkynylene moiety, the M2B reducing agent can be used without reducing these moieties. 
The product can be isolated from the reaction mixture using conventional methods. 

In step (4) of Reaction Scheme HI, a 2-phenoxypyridine~3,4-diamine of Formula 
XXXI-4 or XXXI-5 is reacted with a caiboxylic acid or an equivalent thereof to provide a 
20 4-phenoxy-lfT-imidazo[4,5-c]pyridine of Formula XXXH-4 or XXXII-5. Suitable 
equivalents to a carboxylic acid include orthoesters, 1,1-dialkoxyalkyl alkanoates, 
corresponding acyl halides, and mixtures thereof. The carboxylic acid or equivalent is 
selected such that it will provide the desired R2 substituent in a compound of Formula 
XXXH-4 or XXXtI-5. For example, triethyl orthoformate will provide a compound where 
25 R2 is hydrogen and trimethyl orthovalerate will provide a compound where R2 is butyL 
The reaction can be run in the absence of solvent or in an inert solvent such as toluene. 
The reaction is run with sufficient heating to drive off any alcohol or water formed as a 
byproduct of the reaction. Optionally, a catalyst such as pyridine hydrochloride can be 
included. 

30 Alternatively, step (4) can be carried out by (i) reacting the diamine of Formula 

XXXI-4 or XXXI-5 with an acyl halide of Formula R 2 C(0)C1 or R 2 C(0)Br and then (ii) 
cyclizmg. hi part (i), the acyl halide is added to a solution of the diamine in a suitable 
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solvent such as pyridine. The reaction can be carried out at ambient temperature. In part, 
(ii), the product of part (i) is heated in pyridine in the presence of pyridine hydrochloride. 
The product can be isolated from the reaction mixture using conventional methods. 

In step (5) of Reaction Scheme IH, a 4-phenoxy- l#-imidazo[4,5-c]pyridine of 
Formula XXXH-4 or XXXH-5 is aminated to provide a li^imidazo[4,5-c]pyridin^amine 
of Fonnula 1-4 or 1-5. The reaction can be carried out by combining a compound of 
Formula XXXEt-4 or XXXH-5 with ammonium acetate and heating (140 - 160°C). 
Optionally, the reaction can be carried out in a pressure vessel. The product or a 
pharmaceutically acceptable salt thereof can be isolated using conventional methods. 

In Reaction Scheme HI, when Rm, 5 is Rm the products of steps (1H 5 ) of the 
Formulas XXIX-4, XXX-4, XXXI-4, XXXH-4, and 1-4, respectively. likewise, when 
4>5 is Ri-sthe products of steps (l)-(5) are of the Formulas XXK-5, XXX-5, XXXI-5, 
XXXIt-5, and 
1-5. 



Reaction Scheme IH 




Some embodiments of the invention including compounds of Formula 1-1 and 
intermediate compounds can be prepared according to Reaction Scheme IV where 
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R M , R 2 , R3, R4, X, and Ph are as defined above, and Ac is acetyl 

In step (1) of Reaction Scheme IV, a 3-nitro-2-phenoxypyridine of Formula XHI is 
esterified to provide a 3-nitro-2-phenoxypyridine acetate of Formula XXXHI. Preferably, 
the esterification is carried out using acetic anhydride in suitable solvents such as 
5 anhydrous dichloromethane and pyridine. The product can be isolated from the reaction 
mixture using conventional methods. 

In step (2) of Reaction Scheme IV, 3-nitro-2-phenoxypyridine acetate of Formula 
XXXIH is reduced to provide a 2-phenoxypyridtoe-3 famine Formula XXXTV. 
Preferably, the reduction is carried out using a conventional heterogeneous catalyst such as 
10 platinum on carbon. The reaction can be conveniently carried out on a Parr apparatus in a 
suitable solvent such as toluene. 

Alternatively in step (2), N12B can be generated in situ from sodium borohydride 
and NiCl 2 in the presence of methanol A compound of Formula XXXIH can be added to 
the resulting reducing agent solution to effect reduction of the nitro group. When a 
15 compound of Formula XXXm contains an alkenyl alkynyl alkenylene or alkynylene 
moiety, the Ni^B reducing agent can be used without reducing these moieties. The 
product can be isolated from the reaction mixture using conventional methods. 

In step (3) of Reaction Scheme IV, a 2-phenoxypyridme-3,4^amine of Formula 
XXXIV is reacted with a carboxylic acid or an equivalent thereof to provide a 4-phenoxy- 
20 lif-imidazo[4,5-c]pyridine of Formula XXXV. Suitable equivalents to a carboxylic acid 
include orthoesters, 1,1-dialkoxyalkyl alkanoates, corresponding acylhalides, and 
mixtures thereof. The carboxylic acid or equivalent is selected such that it will provide the 
desired R 2 substituent in a compound of Formula XXXV. For example, triethyl 
orthoformate will provide a compound where R 2 is hydrogen and trimethyl orthovalerate 
25 will provide a compound where R 2 is butyl The reaction can be run in the absence of 

solvent or in an inert solvent such as toluene. The reaction is run with sufficient heating to 
drive off any alcohol or water formed as a byproduct of the reaction. Optionally, a 
catalyst such as pyridine hydrochloride can be included. 

Alternatively, step (3) can be carried out by (i) reacting the diamine of Formula 
30 XXXTV with an acyl halide of Formula R 2 C(0)C1 or R 2 C(0)Br and then (ii) cyclizing. In 
part (i), the acyl halide is added to a solution of the diamine in a suitable solvent such as 
pyridine. The reaction can be carried out at ambient temperature. In part (ii), the product 
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of part (i) is heated in pyridine in the presence of pyridine hydrochloride. The product can 
be isolated from the reaction mixture using conventional methods. 

In step (4) of Reaction Scheme IV, a 4-phenoxy-lH-inndaz»[4,5^]pyridine acetate 
of Formula XXXV is hydrolyzed to provide a 4-phenoxy- l//"-imidazo[4,5-c]pyridine 
alcohol of Formula XXXVI. The reaction is preferably carried out in methanol in the 
presence of potassium carbonate at an elevated temperature. The product can be isolated 
from the reaction mixture using conventional methods. 

In step (5) of Reaction Scheme IV, a 4-phenoxy- l/f-imidazo[4,5-c]pyridine 
alcohol of Formula XXXVI is reacted with a compound of formula Halo-Ri-4 to provide a 
4-phenoxy- ljff-imidazo[4,5-c]pyridine of Formula XXXH-4. The reaction can be carried 
out by first reacting the alcohol of Formula XXXVI with sodium hydride in a suitable 
solvent such as N,N-dimethylformamide to form the corresponding anion and then 
reacting the anion with a compound of formula Halo-RM. The product can be isolated 
from the reaction mixture using conventional methods. 

In step (6) of Reaction Scheme IV, a 4-phenoxy-ljff-imidazo[4,5-c]pyridine of 
Formula XXXH-4 is aminated to provide a l/f-imidazo[4,5-c]pyridin-4-amine of Formula 
1-4. The reaction can be carried out by combining a compound of Formula XXXH-4 with 
acetate and heating (140 - 160°C). Optionally, the reaction can be carried out 
in a pressure vessel. The product or a pharmaceutically acceptable salt thereof can be 
isolated using conventional methods. 
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^1-4 

5 

Some embodiments of the invention including compounds of Formula XXXIX and 
intermediate compounds can be prepared according to Reaction Scheme V where R2, R3, 
R4, X, and Ph are as defined above, and R t3 is aryl, substituted aryl, heteroaryl, or 
substituted heteroaryl. 

10 hi step (1) of Reaction Scheme V, the alkyne bond of a 4-phenoxy-lif- 

imidazo[4,5-c]pyridine of Formula XXXVII, which is a subgenus of Formula XXXH4 or 
XXXE-5, is reduced to form a 4-phenoxy4ff-imidazo[4,5-c]pyridine of Formula 
XXXVm, which is also a subgenus of Foimula XXXE-4 or XXXII-5. Preferably, the 
reduction is carried out using a conventional heterogeneous catalyst such as platinum 

1 5 oxide, platinum on carbon, or palladium on carbon. The reaction can conveniently be 
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earned out on a Parr apparatus in a suitable solvent such as methanol The product can be 
isolated fiom the reaction mixture using conventional methods. 

In step (2) of Reaction Scheme V, a 4-phenoxy-l^imidazo[4 5 5-c]pyridine of 
Formula XXXVDI is aminated to provide a lH-imidazo[4,5^]pyridin^ainine of Formula 
5 XXXIX, which a subgenus of Formula 1-4 or 1-5. The reaction can be carried out by 
combining a compound of Formula XXXVm with ammonium acetate and heating (140 - 
160°C). Optionally, the reaction can be carried out in a pressure vessel. The product or a 
pharmaceutical^ acceptable salt thereof can be isolated using conventional methods. 

10 Reaction Scheme V 




R 13 



15 Some embodiments of the invention including compounds of Formula 1-4 and 

intermediate compounds can be prepared according to Reaction Scheme VI where 

R M , R 2 , R3, R4, X, and Fh are as defined above. 

In step (1) of Reaction Scheme VI, a 2-chloro-3-nitropyridine of Formula XXDG-4, 

prepared as described in Reaction Scheme m, is reduced to provide a 2-chloropyridine- 
20 3,4-diamine of Formula XL. Preferably, the reduction is carried out using a conventional 

heterogeneous catalyst such as platinum on carbon or palladium on carbon. The reaction 

can be conveniently carried out on a Parr apparatus in a suitable solvent such as toluene. 
Alternatively in step (1), Kx^B can be generated in situ from sodium borohydride 

and NiCh in the presence of methanol. A compound of Formula XXK-4 can be added to 
25 the resulting reducing agent solution to effect reduction of the nitro group. When a 

compound of Formula XXK-4 contains an alkenyl, alkynyl, alkenylene or alkynylene 
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moiety.theNi^Brcduci^ ^ 
product can be isolated from the reaction mixture using conventional methods. 

In step (2) of Reaction Scheme VI, a 2^orci)yridme-3,4siiamine ofFormula XL 
is reacted With a carboxylic acid or an equivalent thereof to provide a 4-chloro- 1H- 
5 inndazo[4,5^]pyridineofFormulaXLIL Suitable equivalents to a carboxylic acid include 
orthoesters, 1,1-dialkoxyalkyl alkanoates, corresponding acylhalides, and mixtures 
thereof. The carboxylic acid or equivalent is selected such that it will provide the desired 
R 2 substituent in a compound ofFormula XLH. For example, methyl orthoformate will 
provide a compound where R 2 is hydrogen and trimethyl orthovalerate will provide a 
10 compound where R 2 is butyl. The reaction can be run in the absence of solvent or in an , 
inert solvent such as toluene. The reaction is run with sufficient heating to driveoff any 
alcohol or water formed as a byproduct of the reaction Optionally, a catalyst such as 
pyridine hydrochloride can be included. 

Alternatively, step (2) canbe carried out by (2a) reacting the diamine ofFormula 

15 XLwimanacylhaMeofFomri^ For 
example, in part (2a), the acyl halide is added to a solution of the diamine ofFormula XL 
in an inert solvent such as dichloromethane or acetonitrile. The reaction can be carried out 
at ambient temperamre. Optionally, a tertiary amine, for exanmle memylamine, is 
included. In part (2b), the product of part (2a), a compound ofFormula XLI, is heated at 
20 reflux in a suitable solvent such as ethanol in the presence of Memylamine. The product 
can be isolated from the reaction mixture using conventional methods. 

In step (3) of Reaction Scheme VI, a 4^Moro-lH-mndnzo[4,5-c]pyridine of 
FormulaXLE is reacted with sodium phenoxide to provide a ^phenoxy^H-iniidazo^S- 
clpyridine of Formula XXXH-4. Phenol is reacted with sodium hydride in a suitable 
25 solvent such as diglyme (bis(2-methoxye1hyl) ether) to form the phenoxide. The 

phenoxide is then reacted at an elevated temperature with a compound of Formula XLIL 
The product can be isolated from the reaction mixture using conventional methods. 

In step (4) of Reaction Scheme VL a 4-phenoxy4H-inndazo[4,5^]pyridine of 
Formula XXXH-4 is animated to provide a IH-mndazo^pyridm^amine ofFormula 
30 1-4. The reaction can be carried out by combining a compound of Formula XXXTI-4 with 
ammonium acetate andheating (140 - 160»Q. Optionally, the reaction can be carried out 
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in a pressure vessel. The product or a pharmaceutical acceptable salt thereof can be 
isolated using conventional methods. 



Reaction Scheme VI 




Some embodiments of the invention including compounds of Formulas XLV-1, 
XLV-2, XLV-3, XLVT-1, XLVI-2, XLVI-3, and intermediate compounds can be prepared 

10 according to Reaction Scheme VII where R M , 2, 3 (Rw, Ri-2> R1-3), R2, Re, R9, and X are as 
defined above, is -Br or -NO2, and R4b is C2-10 alkynyl and Cmo alkyL 

In step (1) of Reaction Scheme VII, bromination or nitration of a (4-amino-Lff? 
imidazo[4 5 5-c]pyridinyl)acetamide of Formula Via provides a (7-substituted)-(4-amino- 
liy-imidazo[4,5-c]pyridinyl)acetamide of Formula XLIV. The bromination reaction can 

15 be carried out by treating the acetamide of Formula Via in a solution of acetic acid with 
bromine and potassium acetate at ambient temperature. The direct nitration reaction can 
be carried out by treating the acetamide of Formula Via with one equivalent of nitric acid 
in the presence of excess acetic acid and heating the reaction, optionally, at reflux. The 
product can be isolated using conventional methods. 

20 In step (2) of Reaction Scheme VII, a (7-substituted)<4-amino-lff-imidazo[4,5- 

c]pyridinyl)acetamide of Formula XLIV is hydrolyzed under acidic conditions to provide 
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a (l-sab^tat^ym-hmd^iA^yn^^ ofFonnula Ha, which is a subgenus 
of compounds of Formula E. Preferably, a compound of Formula XLIV is treated with 
hydrocMoricacid/elnanolatanelevatedtemperato^ Theprdduct 
can be isolated using conventional methods. 

In step (3) of Reaction Scheme VII, a lif-ird(lazo[4,5- C ]pyridiii-4-arnine of 
Formulallais converted to a lH-innda2o[4,5^]pyridm^armne of FormulaXLV-1, 
XLV-2, or XLV-3 using conventional methods. Formulas XLV-1, XLV-2, and XLV-3 
are subgenera of Formulas 1-1, 1-2, and 1-3, respectively. For example, sulfonamides of 
Formula XLV-2 can be prepared by reacting a compound ofFonnula Ha with a sulfonyl 
chloride ofFonnula RaS^Cl, where R* is Rs-alkyL Ra-alkenyl, Rs-aryl, Rrheteroaryl or 
Rg-heterocyclyL The reaction can be carried out by adding the sulfonyl chloride to a 
solution of a compound ofFonnula Da in a suitable solvent such as chloroform at ambient 
temperature. Sulfarnides of Formula XLV-2 can be prepared by reacting a compound of 
Formula Ha with sul&ryl chloride to generate a sulfemoyl chloride in situ, and then 
15 reactmgmesulfamoylcWorite^ The product or a 

pharmaceutical^ acceptable salt thereof can be isolated using conventional methods. 

Amides of Formula XLV-1 can be prepared from m-inu^o[4,5^]pyridiii-4- 
amines of Formula Ha using conventional methods. For example, a compound of Formula 
Ha can be reacted with an acid chloride of Formula R.C(0)CL where R* is Rs-alkyl, Ra- 
20 alkenyL Rs-aryl, Rs-heteroaryl or Ra-heterocyclyl. The reaction can be carried out by 
adding the acid chloride to a solution of a compound ofFonnula Ha in a suitable solvent 
such as chloroform, optionally in the presence of a base such as triefcylamine, at ambient 
temperature. The product or a pharmaceutical^ acceptable salt thereof can be isolated 

using conventional methods. 
25 Ureas and thioureas of Formula XLV-3 can be prepared from ltf-imidazo[4,5- 

c]pyridm-4-amines ofFonnula Ha using conventional methods. For example, a compound 
ofFonnula Ha can be reacted with an isocyanateofFormulaRaN=C==0, where Ra is Rs- 
alkyl, lU-alkenyl, Rs-aryl, Rg-heteroaryl or Rg-heterocyclyl. The reaction can be carried 
out by adding the isocyanate to a solution of a compound ofFonnula Ha in a suitable 
30 solvent such as chloroform, optionally in the presence of abase such as triefoylamine, at 
ambient temperature. Alternatively, a compound of Formula Ha can be reacted with a 
thioisocyanate of Formula RaN=OS, a sulfonyl isocyanate of Formula RaS(0 2 )N=O0 or 
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a carbamoyl chloride of Formula RaNC(0)Cl. The product or a pharmaceutically 
acceptable salt thereof can be isolated using conventional methods. 

In step (4) of Reaction Scheme W, a lif-imidazo[4,5^]pyridin-4-amine of 
Formula XLV-l, XLV-2, or XLV-3 undergoes a coaling reaction with a C 2 -io alkyne, 
conveniently by means of a palladium complex to provide a lJ7-imidazo[4,5-c]pyridin-4- 
amine of Formula XLVI-1, XLVI-2, or XLVI-3, which are subgenera of Formulas 1-1, 1-2, 
and 1-3, respectively. The alkyne is added to a solution of a compound of Formula XLV- 
1, XLV-2, or XLV-3 in a suitable solvent such as acetonitrile in the presence of a 
palladium catalyst, for example, dichlorobis(triphenylphosphine)palladium (S) 9 copper (T) 
iodide, and a base such as triethylamine. The reaction can be heated at an elevated 
temperature. When is C2-10 alkynyl, reduction as described in step (1) of Reaction 
Scheme V can be used to convert R»> to C2-10 alkyl. The product or a pharmaceutical^ 
acceptable salt thereof can be isolated using conventional methods. 



15 



Reaction Scheme VH 




(D 



XLIV 




XLVM 
XLVl-2 
XLVI-3 
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Some embodiments of the invention including compounds of Formula XVIH and 
intermediate compounds can be prepared according to Reaction Scheme VHI where Ri-6, 
R 2 , R 3 , R4, and X are as defined above. 

Instep (1) of Reaction Scheme VHI,a2<Mo^^^ 
5 reacted with an alkali metal azide to provide an 8-mtrotetrazolo[l,5^]pyridine of Formula 
XLVn. The reaction can be carried out by combining me compound of Formula XE with 
an alkali metal azide, for example, sodium azide, in a suitable solvent such as anhydrous 
MJV-dimemylformarnide, and heating to about 50 - 1 00 °Q optionally in the presence of 
ammonium chloride. Alternatively, the ^reaction can be carried out by coinbining the 
10 compound of Formula XII with an alkali metal azide, for example, sodium azide, in a 
suitable solvent such as 90/10 acetonitrile/H 2 0 in the presence of cerium HI chloride, 
preferably cerium IE chloride heptahydrate, optioiiaUywim heating, for example, at 
reflux. The product can be isolated from the reaction mixture using conventional methods. 
In step (2) of Reaction Scheme VIE, an 8-mtmtetrazolo[l,5^]pyridine of Formula 
15 XLW is chlorinated using conventional chlorinating agents to provide an 8- 

mtmtetrazolo[l,5- a ]pvridine of Formula XLVKL Preferably, the reaction is carried out by 
combining a compound of Formula XLVH with thionyl chloride in a suitable solvent such 

as dichloromethane and heating. 

In step (3) of Reaction Scheme VIII, an 8-mtrotetrazolo[l,5.fl]pyridine of Formula 
XLVm is reduced to provide a tetrazolo[l,5^]pyridme-7,8-diamine of Formula XLDC 
Preferably, the reduction is carried out using a conventional heterogeneous catalyst such as 
platinum on carbon. The reaction can be conveniently carried out on a Parr apparatus in a 

suitable solvent such as toluene. 

Alternatively in step (3), NijB can be generated in situ from sodium borohydride 
25 andNiCl 2 inthepresenceofmethanol. A compound of Formula XLVHI can be added to 
the resmtmgreducmg agents " ffhea!l 
compound of Formula XLVEI contains an alkenyk alkynyL alkenylene or alkynylene 
moiety.meMzBreducmgagentcanbeu^^ ' Ibo 
product can be isolated from the reaction mixture using conventional methods. 
30 In step (4) of Reaction Scheme Vm, atetrazolo[l,5-a]pyridme-7,8^arnme of 

FormulaXLIX is reacted with a carboxylic acid or an equivalent thereof to provide a 1H- 
imidazo[4,5^tetrazolo[l,5-a]pyridine of FormulaL. Suitable equivalents to acarboxylic 
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acid include, for example, orthoesters, and 1,1-dialkoxyalkyl alkanoates. The carboxylic 
acid or equivalent is selected such that it will provide the desired R 2 substituent in a 
compound of Formula L. For example, triethyl orthoformate will provide a compound 
where R 2 is hydrogen, and trimethyl orthovalerate will provide a compound where R 2 is 
5 butyL The reaction can be run in the absence of solvent or in an inert solvent such as 
toluene. The reaction is run with sufficient heating to drive off any alcohol or water 
formed as a byproduct of the reaction. Optionally, a catalyst such as pyridine 
hydrochloride can be included. 

Alternatively, step (4) can be carried out by (i) reacting the diamine of Formula 
10 XLK with an acyl halide of Formula WP)Cl or RaC(0)Br and then (ii) cyclizing. In 
part (i), the acyl halide is added to a solution of the diamine in a suitable solvent such as 
pyridine. The reaction can be carried out at ambient temperature. In part (ii), the product 
of part (i) is heated in pyridine in the presence of pyridine hydrochloride. 

In step (5) of Reaction Scheme VIII, a 7H-intidazo[4,5^]teti^lo[l,5^]pyridhie 
15 of Formula L is reacted with a compound of Formula Ri^SNa to provide a 1H- 

mudazo[4,5^]tetrazolo[l,5^]pyridine of Formula LL Preferably, a thiol of the Formula 
RmSH is reacted with sodium hydride in a suitable solvent such as N,N- 
dmiethylformamide to generate the anion, which is then reacted with a compound of 
FonnulaL. 

20 In step (6) of Reaction Scheme vm, a 7i^imidazo[4,5^]tetrazolo[l,5wz]pyridine 

of Formula U is oxidized to provide a 7ff-imi<lazo[4,5^]tetrazolo[l,5^]pyridine of 
Formula UL Preferably, a solution of acompound of Formula U in a suitable solvent 
such as chloroform or dichloromethane is treated with 3-chloroperoxybenzoic acid. The 
degree of oxidation is controlled by adjusting the amount of 3-chloroperoxybenxzoic acid 

25 used in the reaction; i.e., using approximately one equivalent will provide the sulfoxide 
whereas using two equivalents will provide the sulfone. The product can be isolated using 

conventional methods. 

m step (7) of Reaction Scheme Vm a 7if-imidazo[4,5H:]tetraz»lo[l,5^]pyridine 
of Formula LH is reacted with triphenylphosphine to form an JV"-Mphenylphosphinyl 
30 compound of Formula UK The reaction with triphenylphosphine can be run in a suitable 
solvent such as toluene or 1,2-dichlorobenzene under an atmosphere of nitrogen with 
heating, for example at the reflux temperature. 
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In step (8) of Reaction Scheme VHI an JV^triphenylphosphinyl compound of 
Foimula TJTT is hydrolyzed to provide a li7-iinidazo[4,5-c]pyridin-^amine of Fonnula 
XVm, which is a subgenus of Formula 1-6, The hydrolysis can be carried out by general 
methods well known to those skilled in the art, for example, by heating in a lower alkanol 

5 in the presence of an inorganic acid, such as hydrochloric acid The product can be 
isolated from the reaction mixture using conventional methods as the compound of 
Formula XVm or as a pharmaceutical acceptable salt thereof. 

Alternatively, steps (7) and (8) of Reaction Scheme VIII can be omitted, and the 
tetrazolo ring can be reductively removed from a 7H-imidazo[4,5-c]tetrazolo[l,5- 

10 ajpyridine of Formula LE to provide a l^"knidazo[4,5-c]pyridin-4-amine of Formula 
XVm. The reaction can be carried out by reacting the 7H-imidazo[4,5-c]tetra2»lo[l,5- 
fl]pyridine of Formula LH with hydrogen in the presence of an catalyst and an acid. The 
reaction can be conveniently run in a Parr apparatus with a suitable catalyst, such as 
platinum IV oxide, and a suitable acid, such as trifluoroacetic acid or concentrated 

15 hydrochloric acid The product can be isolated from the reaction mixture using 
conventional methods. 
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Reaction Scheme VIH 




Some embodiments of the invention including compounds of Formula XVHIa and 
5 intermediate compounds can be prepared according to Reaction Scheme IX where R 2 , R 3 , 
R,, and X are as defined above, R' and R" are independently hydrogen or C M0 aftyL and 
Bt is ethyl 

In step (1) of Reaction Scheme K a 7H-imidazo[4,5-c]tetrazolo[l,5-a]pyridine of 
Formula Llla, which is a subgenus of Formula IH, is hydrolyzed to provide a 7H- 
10 imidazo[4 ) 5^]t e trazolo[l > 5^]pyridine of Formula Lllb. The reaction canbe carried out 
under conventional saponification conditions by treating the ester with aqueous sodium 
hydroxide in a suitable solvent or solvent mixture such as tetrahydrofuran/methanol. The 
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reaction can be optionally carried out with heating. The reaction mixture is acidified in a 
subsequent step by stirring with, for example, hydrochloric acid to provide the carboxylic 
acid. 

In step (2) of Reaction Scheme IX a 7F-irmto[4,5^]tetrazolo[l,5w2]pyri«line of 
5 Formula Lllb, which is a subgenus of FormulaLII, is converted to a 7ff-imidazo[4,5- 
c]tetrazolo[l,5^]pyridine acid chloride of Formula LIV. The reaction can be carried out 
by combining a compound of Formula Lllb with oxalyl chloride or thionyl chloride in a 
suitable solvent such as dichloromethane and, optionally, heating. 

In step (3) of Reaction Scheme DC a 7if-hmdazo[4,5^]tetrazolo[l,5^]pyridine 
10 acid chloride of Formula LIV is converted to a 7^-imito[4,5-c]tetrazolo[l,5^]pyridine 
amide of Formula LHc, which is a subgenus of Formula LIL The reaction can be carried 
out by combining a compound of Formula LIV with an amine in a suitable solvent such as 
dichloromethane and stirring at ambient temperature. 

In step (4) of Reaction Scheme DC a 7H-nm<lazo[4,5^]tetrazolo[l,5^]pyridine 
15 amide of FormulaLIIc is reacted with triphenylphosphine to form anJV- 

triphenylphosphinyl compound of Formula Lffla, which is a subgenus of Formula LDL 
The reaction with triphenylphosphine can be run in a suitable solvent such as toluene or 
1,2-dichlorobenzene under an atmosphere of nitrogen with heating, for example at the 
reflux temperature. 

20 In step (5) of Reaction Scheme DC an Jv--triphenylphosphinyl compound of Formula 

Lffla is hydrolyzed to provide a lH-mudazo[4,5-c]pyridm^amine of Formula XVnia, 
which is a subgenus of Formula XVm, which in turn is a subgenus of Formula 1-6. The 
hydrolysis can be carried out by general methods well known to those skilled in the art, for 
example, by heating in a lower alkanol in the presence of an inorganic acid, such as 
25 hydrochloric acid. The product can be isolated from the reaction mixture using 

conventional methods as the compound of Formula XVEIa or as a pharmaceutically 
acceptable salt thereof. 

Alternatively, steps (4) and (5) of Reaction Scheme DC can be omitted, and the 
tetrazolo ring can be reductively removed from a 7H-imidazo[4,5-c]tetrazolo[l,5- 
30 alpyridine amide of Formula LUc to provide a m-imidazo[4,5-c]pyridm4-amine of 
Formula XVffla. The reaction can be carried out by reacting the 7H-imidazo[4,5- 
c]tetrazolo[l,5-a]pyridine amide of Formula Lfic with hydrogen in the presence of an 
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catalyst and an acid. The reaction can be conveniently run in a Parr apparatus with a 
suitable catalyst, such as platinum IV oxide, and a suitable acid, such as trifluoroacetic 
acid or concentrated hydrochloric acid The product can be isolated from the reaction 
mixture using conventional methods. 



Reaction Scheme DC 



S(0)„ 




CONfKXR 1 ) 



CON(R')(R n ) 



CONfR'XFO 



10 Some embodiments of the invention including compounds of Foimulas 1-1, 1-2, 1- 

3, and intermediate compounds can be prepared according to Reaction Scheme X where 
Ri-i, 2, 3 (Ri-u R1-2, and Ri-a)> Ra, R», R«, R* Rio, R12 and X are as defined above, and 
BOC is ^rt-butoxycarbonyL 

In step (1) of Reaction Scheme X a 2-chloro-3-nitropyridine of Formula XXV is 

15 reacted with an alkali metal azide to provide an 8-nitrotetrazolo[l,5-a]pyridine of Formula 
LV. The reaction can be carried out as described in step (1) of Reaction Scheme VUL 
The product can be isolated from the reaction mixture using conventional methods. 
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In step (2) of Reaction Scheme X, an 8-nittotetrazolo[l,5-< l 3pyri«iine of Fonnula 
LVisreducedtoprovideatetr^^ The 
reduction can be carried out as described in step (3) of Reaction Scheme VUL 

In step (3) of Reaction Scheme X, atetrazolo[l,5^]pyridme-7,8^annne of 
5 Formula LVI is reacted with a carboxylic acid or an equivalent thereof to provide a 7H- 
inuto[4,5^tetrazolo[l,5^]pyridine of Formula LVIL The reaction canbe carried out 
as described in step (4) of Reaction Scheme VIE. 

In step (4) of Reaction Scheme X, the BOC group of a 7ff-imidazo[4,5- 
c]tetrazolo[l ,5-a]pyridine of Formula LVU is removed to provide a 7tf-imidazo[4,5- 
10 c ]tetrazolo[l,5- fl ]pyridineofFormulaLVlIL The reaction can be carried out by treating a 
solution of a 7H-imito[4,5^]tetrazolo[l,5^]pyridine of Formula LVU in a suitable 
solvent such as, for example, dichloromethane with an acid, preferably trifluoroacetic acid, 
at ambient temperature. The product can be isolated from the reaction mixture using 
conventional methods. 

15 In step (5) of Reaction Scheme X a 7ff-iimdazo[4,5^]tetrazolo[l,5-a]pyridme of 

Formula LVTE is converted to a 7H-imid a zo[4 > 5^tetrazolo[l,5^]pyridine of Fonnula 
LK-1, LK-2, or LK-3 using conventional methods. For example, sulfonamides of 
Formula LTX-2 can be prepared by reacting a compound of Fonnula LVm with a sulfonyl 
chloride of Formula R^O^Cl, where R» is Rs-alkyl, Rs-alkenyl, Rs-aryL Rs-heteroaryl or 
20 Rs-heterocyclyl. The reaction can be carried out by adding Ihe sulfonyl chloride to a 
solution of a compound of Formula LVEI in a suitable solvent such as chloroform at 
ambient temperature. Sulfamides of Formula LTX-2 can be prepared by reacting a 
compound of Formula LVm with sulfuryl chloride to generate a sulfamoyl chloride in 
situ, and then reacting the sulfemoyl chloride with an amine of Formula HNR5R1. The 
25 product or a pharmaceutically acceptable salt thereof can be isolated using conventional 
methods* 

In another example, a 7H-iimdazo[4,5^]tetrazolo[l^^]pyridme of Formula LVffl 
is reacted with a chloroalkanesulfonyl chloride of formula C1-R 12 -S(0)2C1 to provide a 
subgenus of compounds of FormulaLIX-2 whereinR, and R 10 jom to form a ring having 
30 the structure 
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— N— 

The reaction is preferably carried out by adding the chloroalkanesulfonyl chloride to a 
solution of a compound of Formula LVm in a suitable solvent such as dichloromemane in 
the presence of a base such as triethylamine. The intermediate chloroalkanesulfonamide 

5 may optionally be isolated before treatment with a stronger base such as 1,8- 

diazabicyclo[5.4.0]undecene-7 (DBU) at ambient temperature. If the intermediate 
cMoroalkanesulfonamide is isolated, the reaction with DBU can be carried out in a 
suitable solvent such as iv"^-dimemyiformamide. The product or a pharmaceutically 
acceptable salt thereof can be isolated using conventional methods. 

10 Amides of Formula LDC-1 can be prepared from 7ff-imidazo[4,5-c]tetrazolo[l,5- 

a]pyridine of Formula LVM using conventional methods. For example, a compound of 
Formula LVm can be reacted with an acid chloride of Formula IUC(0)C1 where Ra is Rg- 
alkyl, Rg-alkenyl, Rg-aryl, Rg-heteroaryl or Rg-heterocyclyl. The reaction can be carried 
out by adding the acid chloride to a solution of a compound of Formula LVLI in a suitable 

15 solvent such as chloroform, optionally in the presence of abase such as triemylamine, at 
ambient temperature. The product can be isolated using conventional methods. 

In another example, a 7H-imidazo[4,5-c]tetrazolo[l,5-fl]pyridine of Formula LVIH 
is reacted with a chloroalkanoyl chloride compound of formula Cl-Ri 2 -C(0)Cl to provide 
a subgenus of compounds of Formula LIX-1 wherein R 9 and R w join to form a ring having 

20 the structure 

— N — C(0) 

• 

The reaction is preferably carried out by adding the chloroalkanoyl chloride compound to 
a solution of a compound of Formula LVIH in a suitable solvent such as dichloromemane 
in the presence of a base such as triemylamine. The intermediate chloroalkanamide may 
25 optionally be isolated before treatment with a stronger base such as 1,8- 

diazabicyclo[5.4.0]undecene-7 (DBU) at ambient temperature. If the intermediate 
chloroalkanamide is isolated, the reaction with DBU can he carried out in a suitable 
solvent such as iV^-dimemylformamide. The product can be isolated using conventional 
methods. 
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Ureas and thioureas of Formula LTX-3 can be prepared from 7H-imidazo[4,5- 
c]tetrazolo[l,5-a]pyridine of Formula LVm using conventional methods. Forexample,a 
compound of Formula LVm can be reacted with an isocyanate of Formula RaN=C=0 
where R* is Rs-alkyL Rs-alkenyL Rs-aryl, Rs-heteroaryl or Ra-heterocyclyL The reaction 
5 canbe carried outby adding the isocyanate to asolutionof a compound of Formula LVHI 
in a suitable solvent such as chloroform, optionally in the presence of abase such as 
ttemylamme,atambienttemperature. Alternatively, a compound of Formula LVHI can 
be reacted with a thioisocyanate of Formula R*N=C=S, a sulfonyl isocyanate of Formula 
R.S(02)N=C=0 or a carbamoyl chloride of Formula ^0(0)0. The product can be 
10 isolated using conventional methods. 

In step (6) of Reaction Scheme X a 7H-imida Z o[4,5-c]tetrazolo[l,5^]pyridine of 
Formula LDC-1, LDC-2, or LDC-3 is reacted with triphenylphosphine to form an N- 
triphenylphosphinyl compound of Formula LX-l,LX-2, orLX-3. The reaction with 
triphenylphosphme can be run in a suitable solvent such as toluene or 1 ,2-dicWombenzene 
15 under an atmosphere of nitrogen with heating, for example at the reflux temperature. 

In step (7) of Reaction Scheme X an AMriphenylphosphinyl compound of Formula 
LX-1, LX-2, or LX-3 is hydrolyzed to provide a lJ?-imidazo[4,5-c]pyridm^anune of 
FormulaI-l,I-2,orI-3. The hydrolysis can be carried out by general methods well known 
to those skilled in the art, for example, by heating in a lower alkanol in the presence of an 
20 inorganicacid such as hydrochloric acid. The product can be isolated from the reaction 
mixture using conventional methods as the compound of Formula 1-1 , 1-2, or 1-3 or as a 
phannaceutically acceptable salt thereof. 

Alternatively, steps (6) and (7) of Reaction Scheme X can be omitted, and the 

tetrazolormgcanbereducti^ 

25 a]pyridine of Formula LTX-1, LK-2, or LK-3 to provide a lH-imidazo[4,5-c]pyridin-4- 
amine of Formula 1-1, 1-2, or 1-3. The reaction can be carried out by reacting the 7H- 
imida Z o[4,5-c]tetra Z olo[l,5-a]pyridm^ of Formula LTX-1, LK-2, or LTX-3 with hydrogen 
in the presence of an catalyst and an acid. The reaction can be conveniently run in a Parr 
apparatus with a suitable catalyst, such as platinum W oxide, and a suitable acid, such as 

30 trmuomaceticacidorconcentratedhydrochloricacid. The product can be isolated from 
the reaction nuxture using conventional methods. 
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Reaction Scheme X 




Some embodiments of the invention including compounds of Formula 1-4, 1-5, and 
intermediate compounds can be prepared according to Reaction Scheme XI where 
R u , 5 (Rm and R1-5), R* and X are as defined above. 
10 In step (1) of Reaction Scheme XI, a 2-chloro-3-nitropyridine of Formula XXK-4 

or XXtX-5 is reacted with an alkali metal azide to provide an 8-nitrotetrazolo[l,5- 
a]pyridine of Formula LXII-4 or LXIL-5. The reaction can be carried out as described in 
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step (1) of Reaction Scheme VIE. The product can be isolated from the reaction mixture 

using conventional methods. 

In step (2) of Reaction Scheme XL, an 8-nitrotetrazolo[l,5-a3pyridine of Formula 
LXII-4 or LXH-5 is reduced to provide tetrazolo[l,5^]pyridine-7,8-diarnine of Formula 
5 Ijan-4orLXIII-5. The reduction can be carried out as described in step (3) of Reaction 
Scheme Vffl. 

The product can be isolated from the reaction mixture using conventional methods. 

In step (3) of Reaction Scheme XI, a tetrazolo[l,5^]pyridme-7,8^amine of 
Formula LXJH-4 or LXDI-5 is reacted with a carboxytic acid or an equivalent thereof to 
10 provide a 7if-inridazo[4,5-c]tetrazolo[l^^]pyridine of Formula LLX-4 or LK-5. The 
reaction can be carried out as described in step (4) of Reaction Scheme VUL the product 
can be isolated from the reaction mixture using conventional methods. 

m step (4) of Reaction Scheme XI, a 7ff-intidazo[4,5^]tefrazolo[l,5^]p^dme of 
Formula LIX-4 or LLX-5 is reacted with triphenylphosphine to form an AT- 
15 triphenylphosphinyi compound of Formula LX-4, or LX-5. The reaction canbe carried out 
as described in step (6) of Reaction Scheme X The product can be isolated from the 
reaction mixture using conventional methods. 

In step (5) of Reaction Scheme XI an W-triphenyiphosphinyl compound of Formula 
LX-4, or LX-5 is hydrolyzed to provide a lH-imidazo[4,5-c]pyridm-4-amine of Formula 
20 1-4 or 1-5. The hydrolysis can be carried out as described in step (7) of Reaction Scheme 
X The product can be isolated from the reaction mixture using conventional methods as 
the compound of Formula 1-4, or 1-5 or as a pharmaceutically acceptable salt thereof 

Alternatively, steps (4) and (5) of Reaction Scheme XI can be omitted, and the 
tetrazolo ring can be reductively removed from a 7H-imidazo[4,5-c]tetrazolo[l,5- 
25 a]pyridine of Formula LLX-4 or LTX-5 to provide a liy-imidazo[4,5-c]pyridm-4-amine of 
Formula 1-4 or 1-5. The reaction can be carried out by reacting the 7H-imidazo[4,5- 
c]tetrazolo[l,5w*]pyri<nne of Formula LLX-4 or LLX-5 with hydrogen in the presence of an 
catalyst and an acid. The reaction can be conveniently run in a Parr apparatus with a 
suitable catalyst, such as platinum IV oxide, and a suitable acid, such as trifluoroacetic 
30 acid or concentrated hydrochloric acid The product can be isolated from the reaction 
mixture using conventional methods. 
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Reaction Scheme XI 

5 




Some embodiments of the invention including compounds of Formula 1-5 and 
10 intermediate compounds can be prepared according to Reaction Scheme XII where 
Ri. 5j R 2 , R3, R4, X, and Ac are as defined above. 

Jn step (1) of Reaction Scheme XH a 2-chloro-3-nitropyridine of Formula XII is 
esterified to provide a 2-chloro-3-nitropyridine acetate ofFoimula LXVL Preferably, the 
esterification is carried out using acetic anhydride in a suitable solvent such as anhydrous 
1 5 dichloromethane in the presence of pyridine and catalytic 4-dimethylaminopyridine 
(DMAP). The product can be isolated from the reaction mixture using conventional 
methods. 

In step (2) of Reaction Scheme XH a 2-chloro-3-nitropyridine of Formula LXVT is 
reacted with an alkali metal azide to provide an 8-nitrotetrazolo[l,5-a]pyridine of Formula 
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LXVIL The reaction can be carried out as described in step (1) of Reaction Scheme Vffl. 
The product can be isolated from the reaction mixture using conventional methods. 

In step (3) of Reaction Scheme XD, an 8-mtrotetra2olo[l,5^]pyridine of Formula 
LXVH is reduced to provide tetrazolo[l,5^]pyridme-7,8^amine of Formula LXVIIL 
5 The reduction can be carried out as described in step (3) of Reaction Scheme VUL The 
product can be isolated from the reaction mixture using conventional methods. 

In step (4) of Reaction Scheme XII, atetrazolo[U^]pyridJne-7,8^amine of . 
Formula LXVTfl is reacted with a carboxyhc acid or an equivalent thereof to provide a 
TH-nmclazo^cltetrazolotl^lpyridine of Formula LXTX. The reaction can be carried 
10 outasdescribedmstep(4)ofReactionSchemeVIIL The product can be isolated from 
the reaction mixture using conventional methods. 

m step (5) of Reaction Scheme XII, a 7iMnuta[4,5- C ^^ of 
Formula LXTX is hydrolyzed using conventional meui<)ds to provide a 7H-imidazo[4,5- 
c]tetrazolo[l,5wj]pyridine of Formula LXX. For example, the reaction can be 
15 conveniently carried out by adding potassium carbonate to a 7H-imidazo[4 > 5- 
c]tetrazolo[l,5-a]pyridine of Formula LXTX dissolved in methanol at an elevated 
temperature. The product canbe isolated from the reaction mixture using conventional 
methods. 

Instep (6) of Reaction Scheme XII, a7H-mudazo[4,5^]tetrazolo[l,5^]pyriaineof 
20 Formula LXX is reacted with 3-bromopropyne to provide a 7H-imidazo[4,5- 

c]tetrazolo[l,5-a]pyridine of Formula LXXL The reaction can be carried out by adding 3- 
bromopropyne to 7H-imida Z o[4^-c]tetrazolo[l ) 5^1pyridine of Formula LXX under phase 
transfer conditions with catalytic benzyltrimethylanunonium chloride in a mixture of a a 
suitable solvent such as dichloromethane and 50% aqueous sodium hydroxide. The 
25 product can be isolated from the reaction mixture using conventional methods. 

In step (7) of Reaction Scheme XII, 7Jy-imidazo[4,5^]tetrazolo[l,5^]pyridine of 
Formula LXXI is reacted with a heteroarylbromide or heterocyclylbromide to provide a 
7ff-umd^o[4 > 5^]tetrazolo[l,5-a]pyridmeofFo^ The reaction can be carried 
out by coupling a heteroarylbromide, for example, 5-bromopyrinudine, or 
30 heterocvclylbromide with the alkyne group of a7H-hmdazo[4,5-c]tetrazolo[l,5- 

a]pyridine of Formula LXXI. The coupling reaction can proceed through a paUadium 
complex, generated from a paUadium catalyst, for example 
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dichlorobisCtriphenyiphosphine^alladimn (D), in the presence of copper © iodide and a 
base such as triethylamine. The reaction is carried out in a suitable solvent such as NJf- 
dimethylformamide and can be heated at an elevated temperature. The product can be 
isolated from the reaction mixture using conventional methods. 
5 In step (8) of Reaction Scheme ML a 7H-Mdazo[4,5^]tetrazolo[l,5^]pyridine of 

Formula LTX-5 is reacted with triphenylphosphine to form an J\Mriphenytohospbinyl 
compound of Formula LX-5. The reaction can be carried out as described in step (6) of 
Reaction Scheme X. The product can be isolated from the reaction mixture using 

conventional methods. 
10 In step (9) of Reaction Scheme XH, anflMriphenylphosphinyl compound of 

Formula LX-5 is hydrolyzed to provide a lH-hnidazo[4,5^]pyridm^-amme of Formula I- 
5. The hydrolysis can be carried out as described in step (7) of Reaction Scheme X. The 
product can be isolated from the reaction mixture using conventional methods as the 
compound of Formula 1-5 or as a pharmaceutically acceptable salt thereof. 
15 Alternatively, steps (8) and (9) of Reaction Scheme MI can be omitted, and the 

tetrazolo ring can be reductively removed from a 7F-imidazo[4,5-c]tetroolo[l,5- 
a]pyridine of Formula LDC-5 to provide a lH-mridazo[4,5-c]pyridm-4-amine of Formula 
1-5. The reaction can be carried out by reacting the 7tf-imidazo[4,5-c]tetrazolo[l,5- 
a]pyridine of Formula LK-5 with hydrogen in the presence of an catalyst and an acid. 
20 The reaction can be conveniently run in a Parr apparatus with a suitable catalyst, such as 
platinum IV oxide, and a suitable acid, such as trifluoroacetic acid or concentrated 
hydrochloric acid. The product can be isolated from the reaction mixture using 
conventional methods. 
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Reaction Scheme XII - 




Some embodiments of the invention including compounds of Formulas LXXVH-1, 
LXXVE-2, LXXVTI-3, and intermediate compounds can be prepared according to 
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Reaction Scheme XIH where R H & (Ru> R1-2, and R1.3), R2, R* X, and BOC are a* 
defined above, Tf is trifluoromethylsulfonyl, and PMB is 4-methoxyben2yl. 

In step (1) of Reaction Scheme XIH malonyl dichloride is starred with 
propanenitrile at ambient temperature to provide 6-chloro-4-hydroxy-5-methylpyridin- 
5 2(lff)-one hydrochloride hydrate, which precipitates fiom the solution. 

In step (2) of Reaction Scheme XIH, direct nitration of 6-chloro-4-hytay-> 
methylpyridin-2(lfl)-one hydrochloride hydrate is carried out in excess sulfuric acid and 
one equivalent of nitric acid to provide 6^Uoro^hydroxy-5-methyl-3-mtropyridiH" 
2(lfl>one. The reaction is run at a reduced temperature. The product conveniently cm be 
10 precipitated from the solution by the addition of ice water. 

In step (3) of Reaction Scheme XIH, fottoro^hydroxy-S-methy^^ 
2(lHyoac is converted to the triflate of Formula LXXH. The reaction can be carried out 
by adding trifluoromethanesulfonic anhydride to a solution of 6-chloro-4-hydroxy o - 
mediyl-S-mtropyridin^ClflJ^e in a suitable solvent such as dichloromethanc h, 
15 presence of a base such as triethyiamine. The reaction can be carried out at rob~w^> : 
temperatures. An amine of Formula XXIV is then added to the reaction at ambler, ! 
temperature to provide a pyridine of Formula LXXH The product can be isolated ucv 
the reaction mixture using conventional methods. 

In step (4) of Reaction Scheme Xffl, the triflate group of a compound of %.xrz.:vh 
20 LXXII is displaced with bis(4-methoxybenzyl)amine to provide a pyridine of Formula 
LXXDL The reaction can be carried out in the presence of a base such as trieftyiawtie 
and in a suitable solvent such as toluene. The reaction is conveniently carried ouf <)i 
elevated temperatures. The product can be isolated from the reaction mixture wm% 
conventional methods. 

25 In step (5) of Reaction Scheme XIH, the nitro group of a compound of Formula 

LXXm is reduced to provide a pyridine-7,8-diamine of Formula LXXIV. The reaction 
can be carried out by the addition of sodium borohydride and nickel chloride to a sohti oc 
of a compound of Formula LXXm in a suitable solvent or solvent mixture such as 
methanol/dichloromethane at ambient temperature. The product can be isolated from 

30 reaction mixture using conventional methods. 

In step (6) of Reaction Scheme XIH, apyridke-7,8-diamine of Formula IX\T 
reacts with a carboxylic acid or an equivalent thereof to provide an imidazo[4,5 <] y. yd b 
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of Formula LXXV. The reaction canbe carried out as described in step (4) of Reaction 
Scheme Vm. 

In step (7) of Reaction Scheme Xm, an imidazo[4,5^]pyridine of Formula LXXV 
is deprotected under acidic conditions to provide a lff-imidazo[4,5-c]pyridm^amine of 
5 Formula LXXVL The reaction can be carried out by dissolving an imidazo[4,5-c]pyridine 
of Formula LXXV in trifluoroacetic acid and stirring at ambient temperature. Optionally, 
the reaction canbe carried out in a suitable solvent such as dichloromethane. 

In step (8) of Reaction Scheme Xm, a lH-hmdazo[4,5^]pyridm^amine of 
Formula LXXVT is converted to a lH-inri(iazo[4,5<]pyridm^amme of Formula 
10 jjcmMA3,wmchisasiu5g^ 

methods. The reaction can be carried out as described in step (1 1) of Reaction Scheme II. 
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Reaction Scheme XIH 




PMB 



LXXvll-1 I 
LXXVII-2 ^-1.2.3 
LXXVII-3 



It is understood that one skilled in the art will select the appropriate reaction 
schemes and steps therein to prepare a compound described in the various aspects and 
embodiments of the invention to avoid or minimize undesired or conflicting reactions. For 
example, when R 3 is chloro a reaction scheme which does not involve a tetrazolo 
intermediate can be selected. Reduction of a nitro group at R 3 or R4 can be avoided by 
placement on the pyridine ring after reduction of the nitro group at the 3-position of the 
pyridine ring. When an alkenyl, alkynyl, alkenylene, or alkynylene group is present, 
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reduction of me nitro group at the 3-position of foe pyridine ring can be carried out by 
using theNi 2 B reduction without reducing the alkenyl, alkynyl, alkenyiene, or alkynylene 
group. When removing a tetrazolo ring in the presence of a readily reducible group such 
as an alkenyl or heteroaryl group, the formation of ani^-triphenylphosphinyl compound 
5 followed by hydrolysis can be used in place of the reductive removal to preserve , for 
example, the alkenyl or heteroaryl group. 

The term "non-interfering substituents" refers to Rx, R Y , and Rz groups which do 
not prevent a compound of Formula la from inducing the biosynthesis of one or more 
cytokines. Illustrative non-interfering R x groups include those described above for 
10 Illustrative non-interfering R Y and R z groups include those described above for Rj and R* 
As used herein, the terms "alkyl", "alkenyl", "alkynyl" and the prefix "alk-" are 
inclusive of both straight chain and branched chain groups and of cyclic groups, i.e. 
cycloalkyl and cycloalkenyl. Unless otherwise specified, these groups contain from 1 to 
20 carbon atoms, with, alkenyl groups containing from 2 to 20 carbon atoms, and alkynyl 
15 groups containing from 2 to 20 carbon atoms. Preferred groups have a total of up to 10 
carbon atoms, for example, up to 8 carbon atoms, up to 6 carbon atoms, and up to 4 carbon 
atoms. Cyclic groups can be monocyclic or polycyclic and preferably have from 3 to 10 
ring carbon atoms. Exemplary cyclic groups include cyclopropyl, cyclopropylmethyl, 
cyclopentyl, cyclohexyl, adamantyL and substituted and unsubstituted norbornyl and 
20 norbomenyl. 

Unless otherwise specified, "alkylene", "alkenyiene", and "alkynylene" are the 
divalent forms of "alkyl", "alkenyl", and "alkynyl" defined above. 

The term "haloalkyl" is inclusive of groups that are substituted by one or more 
halogen atoms, mcluding perfluorinated groups. This is also true of groups that include 
25 the prefix 

"halo-". Examples of suitable haloalkyl groups are cMoromethyL trifluoromethyl, and the 
like. 

The term "aryl" as used herein includes carbocyclic aromatic rings or ring systems. 
Examples of aryl groups include phenyl naphthyi, biphenyL fiuorenyl and indenyl. The 
30 term "heteroaryl" includes aromatic rings or ring systems that contain at least one ring 
heteroatom (e.g., O, S, N). Suitable heteroaryl groups include ruryL thienyL pyridyL 
qumolinyl, isoquinolinyL indolyl, isoindolyL triazolyL pyrrolyl, tetrazolyl, imidazolyl, 
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pyrazolyl, oxazolyl, thiazolyl, benzofuranyl, benzothiophenyl, carbazolyl, benzoxazolyl, 
pyritnidinyl, benzimidazolyl, quinoxalinyl, benzothiazolyl, raphthyridinyl, isoxazolyl, 
isothiazolyl, purinyl, quinazolinyl, and so on. 

"Heterocyclyl" includes non-aromatic rings or ring systems that contain at least 
one ring heteroatom (e.g., O, S, N) and includes all of the fully saturated and partially 
unsaturated derivatives of the above mentioned heteroaryl groups. Exemplary 
heterocyclic groups include pyirolidinyl, tetrahydrofuranyl, morpholinyl, thiomorpholinyl, 
piperidinyl, piperazinyl, thiazolidinyl, imidazolidinyl, isothiazolidinyl, and the like. 

The aryl, heteroaryl, and heterocyclyl groups can be unsubstituted or substituted by 
one or more substituents independently selected from the group consisting of alkyl, 
alkoxy, methylenedioxy, ethylenedioxy, alkylthio, haloalkyL, haloalkoxy, haloalkylthio, 
halogen, nitro, hydroxy, mercapto, cyano, caiboxy, formyl, aryl, aryloxy, arylthio, 
arylalkoxy, arylalkylthio, heteroaryl, heteroaryloxy, heteroarylthio, heteroarylalkoxy, 
heteroarylalkylthio, amino, alkylamino, dialkylamino, heterocyclyl, heterocycloalkyl, 
alkylcaibonyl, alkenylcarbonyl, alkoxycarbonyl, haloalkylcarbonyl, haloalkoxycarbonyl, 
alkylthiocarbonyl, arylcarbonyl, heteroarylcarbonyl, heterocyclylcarbonyl, 
aryioxycarbonyl, heteroaryloxycaibonyl, arylthiocarbonyl, heteroarylthiocarbonyl, 
alkanoyloxy, alkanoylthio, alkanoylamino, aroyloxy, aroylthio, aroylamino, 
alkylaminosulfonyl, alkylsulfonyl, arylsulfonyl, heteroarylsulfonyl, aryldiazinyl, 
alkylsulfonylamino, aryisulfonylamino, aiylalkylsulfonylamino, alkylcaibonylamino, 
alkenylcarbonylamino, arylcarbonylamino, arylalkylcaxbonylamino, 
heteroarylcaibonylamino, heteroarylalkycarbonylamino, alkylsulfonylamino, 
alkenylsulfonylamino, aryisulfonylamino, arylalkylsulfonylamino, 
heteroarylsulfonylamino, heteroarylalkylsulfonylainino, alkylaminocarbonyl, 
dialkylaminocaibonyl, arylaminocarbonyl, aiylalkylaminocarbonyl, 
alkenylaminocaibonyl, heteroarylaminocaibonyl, heteroarylalkylaminocarbonyl, 
alkylaminocarbonylamino, alkenylaminocaibonylamino, arylaminocaibonylamino, 
arylalkylaminocarbonylamino, heteroarylaminocaibonylamino, 
heteroarylalkylaininocarbonylamino and, in the case of heterocyclyl, oxo. If any other 
groups are identified as being "substituted" or "optionally substituted", then those groups 
can also be substituted by one or more of the above enumerated substituents. 
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The invention is inclusive of the compounds described herein in any of their 
phannaceutically acceptable forms, including isomers (e.g., diastereomers and 
enantiomers), salts, solvates, polymorphs, and the like. In particular, if a compound is 
optically active, the invention specifically includes each of the compound's enantiomers 
5 well as racemic mixtures of the enantiomers. 

Preferred compounds of the invention include: 

AK2-{2-[4-anuno-2^cyclopropy^ 
yl]ethoxy}emyl>2-memylpropaiiamide; 

tf.(2-{2-[4-ammo-2Kcycl^ 
10 yl]efooxy}emyl)cyclopentenecaTboxamide; 
A^2-{2-[4-ammo-2Kcyclopro^^^ 
yl]ethoxy> ethyl)mcotinamide; 

A/L(2-{2-[4-arnmo-2<cy^^ 
yl]ethoxy}e1hyl>^-dimemylpropanamide; 

15 tf.<2-{2-[4-aiinno-2<cy^^ 

yljethoxy} emyl>7/-mefoylcyclopentanecarboxamide; 

j\^2-{2-[4-ainmo-2<cycl^^ 

yl]efooxy}emyl>iV-me1hyhucotinamide; 

jV"<2-{2-[4-ainfoo-2<cyclopropy^ 
20 yl]emoxy}emyl>2-mefoylpropanamide; 

iV^2-{2-[4-ainmo-2<cyclop^ 
yl]emoxy}efoyl)cyclopentanecarboxamide; 

A^2-{2-[4-ainmo-2<cyclopr^ 

yl]ethoxy}emyl)mcotmamide; 

25 JV^2-{2-[4-ammo-2<mefooxye^ 

yl]emoxy}e1hyl)-A^Hnmeuiylpiopanamide; 

#L(2-{2-[4-anmio-2<methoxy^ 
yl]etiioxy}emyl>iV^methylcyclopentmecarboxamide; 

AT<2-{2-[4-arnmo-2-(methoxy^ 
30 yl]e1hoxy}emyl>J^methyhiicotinamide; 

JV^(2-{2-[4-ammo-2<cyclopropyhTiefoyl>6-mefoyl-lF-im 
yl]emoxy}ethyl)-2-mefoylpropanamide; 
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N^2-{2-[4-amino-2-(cyclopro^ 
yl]ethoxy}etiiyl)cyclopentanecaiboxamide; 
^2-{2-[4-amko-2-(cyclopropylme1iiyl)-6-m 
yi]etfaoxy}ethyl)nicotinamide; 
5 JV-(2- {2-[4-amino-2<cyclopropyta^^ 
yl]ethoxy}ethyl>/^ 
JVK2-{2-[4-amino-2<^^ 

yl]ethoxy} ethyl)-iV'-methylcyclopenlanecaiboxamide; 
JV-(2- {2-[4-ainmo-2<cyclopropylmethyl)-6-m 
10 yl]ethoxy}ethyl)-JV^methyMcotinamide; 
jVK2-{2-[4-ammcH2-propyi^ 
methylpropanamide; 
AH2-{2-[4-amin<>2-propy^ 
yl]efhoxy} ethyl)cyclopentanecaiboxainide; 
1 5 N-(2- {2-[4-amino-2-propyWJ-dim^^ 
yl]ethoxy} etiiyl)iiicotinamide; 
jV^2-{2-[4<uiiino-2-pro^^ 
//,2-dimethylpropaiiamide; 
]^(2-{2-[4-amino-2^ 
20 methylcyclopentanecarboxamide; 
tf^2-{2-[4-amino^ 
methylnicotinanxide; 
Ar-(2-{2-[4-amino-2-p^^ 
methylpropanamide; 
25 JV'-(2-{2-[4-aiiiino-2-propyl-6-methyl-^ 

yl]ethoxy}ethyl)cyclopeatanecaAoxamide; 
iV-(2- {2-[4-amino-2-propyl-6-methyM 
yi]ethoxy} ethyl)nicotinamide; 
iV-(2- {2-[4-amino-2«propyl-6-methyl-liI-iini 
30 dimethylpropanamide; 

N-(2- {2-[4-ammo-2-propy^ 
methylcyclopentanecaiboxamide; 
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#<2-{2-[4-amiiia-2-pro^ 
metbytnicotmamide; 
^2-{2-[4-amino-2^cyclopro^^^ 
yl]e1hoxy}e1hyi)morpholine-4-caiboxamide; 

5 W-(2- {2-[4-*mino-2<cyclopropyb^^^ 
yl]ethoxy}ethyl>JV-cyclohexyluiea; 
JVK2-{2-[4-amino-2Kcyclopi^ 
ylJetboxylethyi^-pyridin-S-ylmea; 
iK2-{2-[4-ainino-2Kcyclopropylethyl)^,7^imethyl-lH-im 
10 yl]etlioxy}efliyl)moiplioline-4-carboxamide; 
#:(2-{2-[4-amino-2<cyclopropy!^ 
yl]ethoxy}efliyl)-iV-cyclohexylurea; 
tf^2-{2-[4-amino-2^cyclopr^ 
yl]etb.oxy} ethyl)-iV-pyridin-3-yluiea; 
15 #-(2-{2-[4-amino-2<me1hoxye^^^ 

yl]ethoxy} ethyl)morpholine-4-carboxamide; 
AK2-{2-[4-ammo-2<methoxye%Q 
yl]ethoxy} ethyO-A^yclohexylurea; 
A^2-{2-[4-amino-2-(meto^ 
20 yl]el!ioxy}ethyl>iV , -pyridin-3-ylurea; 
2V^2-{2-[4-amino-2<cyclopiopyta^^ 
yl]ethoxy}efliyl)morpholine-4-cafboxamide; 
iVK2-{2-[4-an±io-2<cyclopropyta^^ 
yl]eflioxy}ethyl>iV-cycloheacyliiiea; 
25 7^2-{2-[4-amino-2^cyclopropylm^ 
yl]e&oxy}ethyl)-iV , -pyridin-3-ylurea; 
7V^(2-{2-[4-amino-2<cyclopropyl^ 
yl]ethoxy}etiiyl)moipholine-4-carboxaiiiide; 

fl^2-{2-[4-aniino-2{<^lc^^ 
30 yl]ethoxy}ethyl)-M'-cyclohexylurea; 
j\T-(2-{2-[4-amino-2<cycl^ 
yl]ethoxy} eth.yl)-iV-pyridin-3-ylurea; 
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tf^2-{2-[4-aniiiio-2<met^ 
yl]eflioxy}ethyI)niorpholine-4-carboxaiijide; 

/^2-{2-[4-amino-2<me1hoxyei^ 
yl]efiioxy}ethyI)-W-cyclohexyliirea; 
5 JVK2-{2-[4-amino-2<me1iioxyet^ 
yl]e&oxy}ethyl)-iV , -pyridin-3-ylurea; 

i\K2-{2-[4-ammo-2-propyl^,7^^ 
yl]eflM)xy}ethyl)morplioline-4^aiboxamide; 

tf-(2-{2-[4-amino-2-pro^^^^ 
10 cyclohexylurea; 

tf^2-{2-[4-ammo-2-propy^ 
pyridin-3-ylurea; 

N-{2- {2-[4-ainino-2-propyl-6-methyl4H-imidazo[4^-c]pyridin-l - 
yl]ethoxy} ethyl)moipholine-4-carboxainide; 
15 A/:(2-{2^4-an^o-2-propyl-6-methyl-^^ 
cyclohexylurea; 

jVK2^2-[4-ammo-2-propyl^ne^ 
pyridin-3-ylurea; 

flv{2-{2-[4-aiiuno-2<cyclcp^^ 
20 yl]ethoxy}ethyl)-JV^-diethylvirea; 

A^2-{2-[4-amiao-2<cycloprop^ 

yl]ethoxy}ethyl)-iV-isopropylurea; 

JVH2-{2-[4-amino-2Kcyclopropyl^^ 

yl]ethoxy}eihyl)-W-diethylurea; 
25 N-(2- {2-[4-amino-2<cyclopropyle^ 

yl]ethoxy}e1iiyl)-iV , -isopropylurea; 

A^2-{2-[4-amino-2-piopy^^ 

W^ethylurea; 

^2-{2-[4-aniino-2-propyl^J-dnnethyl4H-im 

30 isopropylurea; 

jV^2-{2-[4-amino-2<methoxye^ 
yl]ethoxy}ethyl)-iSr^V-diethylurea; 
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iV^2-{2-[4-amino-2-(methoxy^ 
yl]ethoxy}ethyl)-iV'-isopropylurea; 
JV^2-{2-[4*mmo-2-(cydo^^ 
yl]ethoxy}etliyl>W-diethyli>iea; 
5 N-(2- {2-[4-aiiiino-2^cyclopropylmetiiyl)-6-methyl-lff-imi dazo[4,5-c]pyridin-l- 

yi]ethoxy}ethyl>W-isopropylnre^ 
jVH2-{2-[4-amino-2^cyclopropyl^^ 
yl]ethoxy}ethyl>JV^r-diethylurea; 
jV^2-{2-[4-amino-2^^^^ 
10 yl]e4hoxy}ethyl)-iV-isopropylurea; 
7^(2-{2-[4-amino-2-propyl^mefo^^ 
diethylurea; 

JVK2-{2-[4-amiiio-2-propyl^^ 

isopropylurea; 
15 A^2-{2-[4-amin<>2-(methoxyethyiy6-me^^ 

yl]ethoxy}el3iyl)-iV'^-diettiylvirea; 

A^2-{2-[4-amino-2-(me11ro^^ 

yl]etiioxy} ethyiy-iV-isopiopylurea; 

JV^2-{2-[4-amino-2<cyclopro^^^ 
20 yl]ethoxy}efliyl)methanesulfonamide; 

N-(2- {2-[4-amino-2-(cyclopiopylmethyi)-6 ,7-dimethy ^l4H-imidazo[4,5-c]pyridin-l- 

yl]ethoxy}ettiyl)propane-2-sulfonainide; 

AK2-{2-[4-amino-2<<^lopropy^ 
yl]e1hoxy}etiiyl)quinoline-8-sulfonaimde; 

25 JV^2-{2-[4-amrao-2^c^^ 

yl]ethoxy} ethyl)-AT-metliylmethanesulfonamide; 

jVi(2-{2-[4-amino-2<cy^^ 

yl]ethoxy}etiiyl)-iV'-methylpropane-2-sulf^ 

iVH2-{2^4-amino-2<cyclo^ 
30 yl]ethoxy} etiiyl)-Ar-me%lquinoline-8-siilfonamide; 

JV r -(2-{2-[4-amino-2Kcyclopropylmethyl)^-methyl4J^ 

yl]ethoxy}ethyl)methanesulfonamide; 
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^2-{2-[4-amino-2^cyclopropylm 

yl]ethoxy} ethyl)propane>2-sulfonami(ie; 

tf^2-{2-[4-amino-2^ 

yl]ethoxy} ethyl)quinoline-8-sulfonaiBide; 
5 J\T^2-{2-[4-ammo-2^ 

yl]ethoxy} ethyl>i\^methylmethanesulfonainide; 

^2-{2-[4-amino-2-(cyclopropylmethyl)-6-m 

yl]ethoxy} ethy^-T^methylpropan^-sulfonamide; 

jyi(2-{2-[4-ainino-2Kcyclopropylme% 
10 yl]ethoxy} ethyl)-AT-methylquinolin^^ 

//L(2- {2-[4-amino-2-propyl-6J-dim^ 

yl]ethoxy} ethyl)me11ianesulfoiiamide; 

jVi(2-{2-[4-amino-2-propyl-6J^ 

yl]ethoxy} ethyl)propane-2-sulfonamide; 
15 ^2-{2-[4-amino-2-propyWJ-^imetfayl- 

yl]ethoxy} ethyl)quinoline-8-sulfonamide; 

tf^2-{2H4-amm^^ 
methylmethanesulfonamide; 
JVK2-{2-[4-amino-2-propy^^ 
20 methylpropane-2-sulfonamide; 

JV^(2-{2-[4-amino-2-pro^^^ 

methylquinoline-8-siilfonamide; 

N^2-{2-[4-amino-2-propyl^^ 

yl]ethoxy}ethyl)me^anesulfonainide; 
25 N-(2- {2-[4-amino-2-propyl-6-me&^^ - 

yl]ethoxy} ethyl)propane-2-sulfonamide; 

iVK2-{2-[4-amino-2-propyl-6-methyl-li/-iniid 

yl]ethoxy}ethyl)quinoline-8-^^ 

A^2-{2-[4-amino-2-pr^ 
30 methylmethanesulfonamide; 

tf^2-{2-[4-amino-2-p^ 

methylpropane-2-sulfonamide; 
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j\T-(2-{2-[4-amino-2-propy 
methylquinoline-8-sulfonamide; 
JV-(2-{2-[4-amino-2-m^ 
yl]ethoxy} dhyl)mefhanesulfonainide; 
5 iV-(2- {2-[4-amino-2-methoxyethyl -6-methyl-lif-imidazo[4,S-c]pyridiii-l- 
yl]ethoxy} ethyi)propane-2-sulfoiiainide; 

JV-(2- {2-[4-amino-2-methoxyethyl -6-metJiyl4iy-imidazo[4,5-c]pyridin-l- 
yl]ethoxy } ethyl)qiunolme-8-sulfonamide; 

JV r -(2-{2-[4-amino-2-methoxyefliyl ^-methyl-lJf-imidazo[4^-c]pyridin-l- 
10 yljethoxy } ethyl)-tf-methylm^^ 

iV-{2- {2-[4-amino-2-methoxyethyl ^metiiyl4H-iinida2X)[4 J 5-c]pyridin-l - 
yl]ethoxy}ethyl>iV^ 

iV-(2- {2-[4-amiQO-2-methoxyetixyl ^m^yl-lH-hmdBzol^S-c^yn^mA- 

yl]ethoxy } ethyl)-iV-methylqu^^ 
15 7V^2-{2-[4-amino-2-(cyd^^ 

yl]ethoxy} ethyl)methanesulfonainide; 

]V-(2-{2-[4-amino-2-(cycto^^ 

yl]ethoxy} ethyl)propaae-2-siilfonamide; 

J\K2-{2-[4-amino-2^cyclopropylethyl)^-me% 
20 yl]ethoxy}ettiyl)quinoline-8-sulfonainide; 

JV^2-{2-[4-amino-2^^^ 

yljethoxy} ethyl)-A^methylmethanesulfonamide; 

JVK2-{2-[4-amino-2-(cyclopro^^ 

yl]efhoxy} ethyl)-i\^methylpn)pane-2-sulfonamide; 
25 JVK2-{2-[4-ainino-2^cyd^^ 

yI]ethoxy} ethyl)-jV-me^ 

24>utyl-l-{2-[3<l,lniioxi^^ 

imidazo[4,5^]pyridin^amine; 

l-{2-[3<U^oxidoisotto^^ 
30 lff-i3mdazo[4,5-c]pyridin^-amine; 
l-{2-[3^U^oxidoisotMazofi^ 
lJT-imidazo[4,5-c]pyridin^amine; 
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2<cyclopropylmethyl)4-{2-^ 
dimetoyl-lfr-iniidazot^S-clpyridin^aniine; 
2<cyclopropylethyl>l-{2-[3<^^ 
dimethyl-lH-inudazo[4,5^]pyridin-4-amine; 
5 l-{2-[3^1,l-dioxi(k>isothiazoHdirH2^ 
kmdazo[4^-c]pyridin-4-amiiie; 
1. {2-[3<UHttoxidoisothiazoUdi^ 
imidazo[4,5-c]pyridin-4-amine; 

1- {2-[3<14wiioxidoisotMazoUdin-2-yl)piopoxy]ethyl}-2^7-trim 

10 c]pyridin-4-amine; 

2- butyM-{2-[3KM^omdoisothiaro^^ 
c]pyridin-4-amine; 

l-{2-[3<U^oxidoisotbiaz»Udm-^^^^ 
iimdazo[4,5-c]pyridin^-aiQine; 
15 i-{2-[3^1,l^oxidoisotMazoUdm^^ 
imidazo[4 J 5-c]pyridin-4-amine; 

2<cyclopropytaietliylH-^ 
177-imidazo[4,5-c]pyridin^amine; 

2<cyclopropylethyl)4-{2-[3-(U^o^ 
20 lF-umda2»[4,5-c]pyridin-4-amine; 

l-{2-[3<l,lHfioxidoisolMazottdm-2^ 

iDiida2»[4 ) 5^]pyridin-4-amine; 

l-{2-[3<l,lHfioxi<loiso1hia^^ 

c]pyridin-4-amine; 
25 l-{2-[3<l,l^oxidoisothiazoHdin-2-yl)iBX)poxy]eth 

c]pyridin-4-amiae; 

H2<b<myloxy)ethyl]-2-butyW 

142-(benzyloxy)ethyl]-2<cyclo^^^ 

amine; 

30 l-[2-(ben2yloxy)e1hyl]-2,6-dimethyl4H-mudazo[4,5^ 
H2-(benzyloxy)ethyl]^-methyW^^ 
l-[2<benzyloxy)ethyl]-2<ethoxyme^^ 
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H2^enzyloxy)e^^ 
l-[2<benzyloxy)emyl]-2^^^ 

amine; 

6;7KJimethyM-[2K3-phen^^ 

c]pyridin-4-amiiie; 
2/>^mnemyl-l-[2-(3-phenylp ro ^^^ 
2,6-dimemyUK2-{[(^^^ 
amine; 

10 2,6-<toe1hyU-{2-[(3-p^^^ 
6-memyl-H2<3-phenyipio^ 
2<cyclopropylmemyl)-6-m^ 
4-amine; 

6/7-dimemyl-2-p ro pyl-l-[2-^ 

15 amine; 

2<<^lopropylmethylW^ 
c]pyridin-4-amine; 
2,6-dimemyl-l-[2<3-pyrid^ 
2<ethoxymemyl)-6-m^^ 

20 4-amine; 

6-mefcyl-2-propyl-H2-(3-pyr^^ 

2-(cyclopropylmemyl>6-^^ 

c]pyridin-4-amine; 

6J-<toemyl-2-propyl-M2-[3<l>to^ 

25 c]pyridin-4-amine; 

6,7-dimemyl-2-propyl-l-[2-(3-pyrimidm-5-ylp^ 

amine; 
amine; 

30 6-metoyl-2-propyU^ 
amine; 
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6J-dmethyl-2-propyl-l-[2<3-^^ 
amine; 

6;7-dmethyl-l-[3<methyllM^^ 

2,6/7-trimetoyl-H3<memylthio)^ 

2-efl^^,7-diinethyl-H3Kmc&yltbio)pK^^ 

6J^emyl-l-[3<methyltMo)propyl]-2-^^ 

2-butyl-6;7Kimietoyl-l-[3<memyllM^^ 

2^oxymethyW^e%l-l-[3^ 

amine; 

2-memoxyemyW-Kiimemyl-l-[3<m^^ 
amine; 

2<ycloptopymiemyl-6J^e<hyl4-[3^methylMo)ptopyl]-li?-n^ 
amine; 

6JAe1hyl-H3-(memylsulfony^^ 

2A7-trnnemyl-l-[3<memylsul^ 

2H}myl-6/7-*nmemyM-[3^memyl^^ 

6J^emyl-l-[3<memylsulfonyl)^^ 

2-biityl-6,7^ethyM-[3<memy^^ 

2^moxymemyWHiimemyMMMmem^ 

amine; 

2<nemoxyemyl-6J^etoyM<3<memyl^ 
amine; 

2<yclopropylmetoyW^emyM-[3^ 
c]pyridm^amine; 

6/7^emyl-l-[3<metoylsulfinyl)p^ 

2&7-trkiemyM-[3Kmemylsulfintf 

2^yW^iimemyM-[3<memylsu^ 

6/7^emyM-[3Kmetoylsulfoyl^^ 

2-butyl-6/7Hiimethyl-l-[3<mem^ 

2^xymemyl-6J^emyl-l-[3^memylsulfinyl)propyl]-lff^ 
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2-methoxyethyl-6,7-dimethyl-l-^ 
amine; 

2^yclopropylmetliyl^J-d^ 
c]pyridin-4-amine; 
5 6;7-dimethyl-l-[3^heny^ 
2,6/7-trime11iyl-l-[3^ 
2^thyW,7-dmethyl-H^ 

6Jniime%14-[3^henyltMo)pn)pyl]-2-propyl-l^ 
2-butyl-6,7-dimefhyl-l -[3^henylthio)propylHj^^ 
10 2-ethoxymethyl-6;7-^ 
amine; 

2-methoxyethyW/7-«iime%^ 
amine; 

2-cyclopropylmetiiyW 
15 amine; 

6,7-dmethyl-l-[3^henyls^ 

2,6J-trimettiyl-l-[3-(phenylsulfonyl)propyl]- 

2-ethyi^J-dimethyM-[3^h^ 

6,7-dimethyl-l-[3-(pheny^ 
20 2-butyl-6Jniime1hyl-l-[3-(phenylsulfony^^ 

2^thoxymethyl^J-dimethyM-[^^ 

amine; 

2-methoxyethyW,7-dme^ 
amine; 

25 2^yclopropylmethyl^/7-<ii^^ 

c]pyridin-4-amine; 

6J-dmethyl-l-[3^heny 

2A7-trimethyl-l-[3-(^ 

2-ethyl-6J^Iimethyl-l-[3-te^ 
30 6,7-^efliyl-l-[3^hemylsulfinyl)propyl]-2-pro^ 

2-bntyl-6,7-dimethyl-l-[3^heny^ 
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2K&oxymemyl-6/7-<nme%l-l-[3-(pheny^^ 
amine; 

2-metnoxyetnyWHtoe%l-l^ 
amine; 

5 2-cyclopropylmetoyW-dimemyl^ 

c]pyridin-4-amine; 

6/7-dime1hyl-l-[3^yrinri^ 

2,6/7-trimemyl-l-[3<pyi^dm-2-y^ 

2-emyl-6/7^nmemyM-[3-(py]^d^^ 
10 6/7wfimetbyl-l-[3-(pyrinii« 

amine; 

2-butyW,7-<nmefoyl-H3-(pyrin^ 
amine; 

2-emoxymethyl-6J-dimethyl-H^ 

15 4-amine; 

2-methoxyethyl-6J-dimemyM-P^ 

4-amine; 

2^yclopropylmemyl-6J-<wnemyM-[3-^^ 
c]pyridin-4-amine; 
20 6J-dimethyl-l-[3-(pyrimidin-2-yisulf(myl^ 

2,6J-trimethyl-l-[3-(pyrinndm-2-ylsulfonyl)propyl]4 

2-emyl-6,7-dimethyM-[3^yrinnd^ 

amine; 

6jHiimemyl-l-[3-(pyrinndm-2-ylsulfonyl)pio^ 

25 amine; 

2-butyl-6J-^e%l-l-[3^yrinri<^^ 

amine; 

2-emoxymethyl-6J-dimemyl-l-[3-(pyrinudm-2-ylsu^^ 
c]pyridin-4- amine; 
30 2-memoxyethyl-6/7-dimemyl-H^ 
c]pyridin-4- amine; 
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2-cyclopropyimethyW-d 
c]pyridin-4-amine; 

6J-dimethyl4-[3^yrinudin-2-yisulfinyi)^ 
2A7-trimethyl4-[3^yrinridin-2-ylswlfinyl)p^ 
5 2^thyW-dimethyl-l-[3-(pyrimi(Bn-2-ylsulfinyl)TO 

amine; 

6/7-<nmethyl-l-[3^yrim^ 
snune; 

24>utyW^iimethyM-[3^yriim^^ 

10 amine; 

2-emoxymetoyWniimemyl-H^ 
c]pyridin-4-amine; 

2-memoxyemyl-6jHnmemyl4-[3-(pyrimidm-2-ylsulfinyl)pro^^^ 

c]pyridm-4-amine; 
15 2K:yclopropytaetoyW,7-dime^ 
c]pytidin-4-amine; 

l-[3^utylttoo)piDpyl]-6/7-dimeto^ 
l-[3<butyltbio)propyl]-2,6/7-t^^ 

1- [3^utyltMo)propyl3-2-emyW 
20 l-[3-(butyltlrio)propyl]^,7^^ 

2- butyM-[3<butylMo)propyl]-6J^ 
l-[3-(butyltmo)pi0pyl]-2^oxy^^ 
l-[3-(butyllMo)propyl]-2-me<noxyemyl-6J-dimemyl-lJ?-m^ 

l-[3<butyltmo)propyl]-2H3ycto^ 
25 amine; 

l-[3-(touylsulfonyl)propylW 

l-[3-(butylsulfonyl)piopyl^ 

l-[3^utylsulfonyl)propyq 

l-[3^utylsulfonyl)propylW^ 
30 24>utyM-[3<butylsulfon^^ 

l-[3^utylsulfonyl)piopyl]-2-e&^^ 

amine; 
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l-[3<butylsulfonyl)pro^^ 
amine; 

l-[3<butylsulfonyI)piopyl]-2^ 
4-amine; 
5 i-[3-(butylsiilfinyl)pi^^ 

l-[3-(buiylsulfinyl)propy^^ 
l-[3^utylsulfinyl)piopyl]-2^ 

1- [3^utylsulfinyi)propyl]-6^^ 

2- *utyl-H3-(butylsulfinyl)pro^^^ 
10 l-[3-(butylsulfinyl)piopyl]-2-e^^ 

amine; 

l-[3-(butylsulfinyl)propyl]-2-^^ 

amine * 

l-[3-(butylsulfinyl)propyl]-2-c^^^ 

IS 4-amine; 

l-{3-[(2,4-dicmorophenyl)to^^ 

l-{3-[(2,4-<ncmorophenyl)tmo]propyl}-2,6,7-trimemyl-lH-m^ 
amine; 

l-{3-[(2/*-<ttcMoiophenyl)1to^ 

20 amine; 

1- {3-[(2,4-dicmorophenyl)tto^ 

4-amine; 

2- butyl-l-{3-[(2,4-dicMorophentf 
amine; 

25 l-{3-[(2,4-dicMoropheny^^ 
c]pyridm-4-amine; 

l-{3-[(2,4-dicMoropnenyl)mio]propyl}-2-memoxyemyl-6J-dm 
c]pyridin-4-amine; 
l_{3_[(2,4-<ncMorophenyl)tMo^ 
30 imidaz»[4,5-c]pyridin-4- amine; 

l-{3-[(2,4-dicUorophenyl)sulfonyl]pr<^yl}-6,7-dimemyl-l^ 

amine; 
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l_{3_[(2,4^cMorophe^ 
amine; 

l_{3-[(2,4-dicMoro^^ 
c]pyridin-4-amine; 

1- {3-[(2,4nlicMorophenyl)sulfonyl]propyl}^J-dim 
c]pyridin-4-amine; 

2- bu1yl4-{3-[(2,4-dicMorophenyl)sulfonyl^ 
c]pyridin-4-amine; 

l-{3-[(2,4^cMorophenyi)sulfonyl]prepyl}-2^oxym 
imidazo[4,5-c]pyridin^amine; 
l-{3-[(2,4^cMorophenyl)sulfonyl]propyl}-2-m^ 
imidazo[4,5-c]p>ddin-4-ainine; 

l-{3-[(2,4^chloi^ 
imidazo[4,5-c]pyridin^amine; 
l-{3-[(2,4^cMorophenyl)su^ 
amine; 

l-{3-[(2,4^cMorophenyty 
amine; 

l-{3-[(2^chloroph^^ 
c]pyridin-4-amine; 

1- {3^(2A^cUorophenyl)sul^^ 
c]pyridin-4-amine; 

2- butyl-l-{3-[(2/WicMor^^ 
c]pyridin-4-amine; 
l-{3-[(2,4^cMorophenyQ^ 
itnidazo[4,5^]pyridin-^amine; 
l-{3-[(2,4-dicWorophenyl)sulfimyl]pn^ 
imidazo[4,5-c]pyridin-4-amine; 
l-{3-[(2,4^cMorophenyl)s^ 
imidazo[4,5n:]pyridin-4-amine; 
l-{3-[(2,4^iifluoiDph^ 



91 



WO 03/103584 



PCT/USOS/i?^ 



l-{3-[(2/Wffluorophenyl)^^ 
amine; 

2^yl-l-{3-[(2^difluo^ 
amine; 

1- {3-[(2,4^Iifluoroph^ 
4-amine; 

2- butyH-{3-[(2/Wfflu^^ 
amine; 

2H5thoxymethyM-{3-[&^ 
c]pyridin-4-amine; 

l.{3-[(2,4-dMuorophenyl)thio]propyl}-2-m^ 

c]pyridin-4-araine; 

2^yclopropylme%l-H^ 

Mdazo[4,5-c]pyridin-4-amine; 

l-{3-[(2,4-difluoroph^ 

amine; 

l-{3-[(2,4^uorophenyQsulf<myl^ 
amine; 

2^thyl-l- {3-[<2,4-(Muorophenyl)sulfonyl]propy^^ 
c]pyridin-4-amine; 

1- {3-[(2,4-diftooi^ 
c]pyridin-4-amine; 

2- butyM-{3-[(2,4-di^^^ 
c]pyridin-4-amine; 
2-ethoxymetliyl-l-{3-[(2,4-^ 
imidazo[4,5-c]pyridin^amine; 

1- {3-[(2,4^uorophenyl)sulfonyl]propyi}-2-mete 
imidazo[4,5-c]pyridin-4-aixiine; 

2- cyclopropylme1hyl4-{3-^^^^ 
inudazo[4,5^]pyridin^amine; 
l-{3-[(2,4-<iifluoi^^^ 
amine; 
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l-{3-[(2,4HMuorophenyl)sulfinyl]propyl}-2,6J-trimethyl4ff-^ 
amine; 

2^yl-l-{3^(2,4-<nftao^ 
c]pyridin^amine; 

1- {3-[(2A^uorophenyl)sulfinyl]^ 
c]pyridin-4-ainine; 

2- b«tyM-{3-[(2A^uorophenyl)^ 
c]pyridin-4- amine; 

2-emoxymemyl-l-{3-[(2,4^uoroph^ 
c]pyridm-4-amine; 

l-{3-[(2,4^uorophenyl)sulfinyi]pro^^ 
c]pyridin-4- amine; 

2^yclopropylmemyl-l-{3-[(2,4^udrophmyl)sulfinyl]p^ 

imida2»[4,5^]pyridin-4-amine; 

7-memyl-l-[3-(memyltMo)propylHH^^ 

2^7-<&nemyl-l-[3-(metoyltbi^^^ 

2K&yl-7-memyM-[3<memyltmo)p^ 

6Jniimemyl-l-[3<memyltm\^^^ 

24>utyl-7-memyl-l-[3^memyltM^^ 

2^tooxymerayl-7-memyl-l-[3-(m<&y^ 

2-metfaoxyemyl-7-memyMMMme^ 

2^yclopropytaethyl-7-me^ 

amine; 

7-memyM-[3<memylsulfonyl)pro^^ 
2/7-<mnemyM-[3^memylsulfonyl^^ 

2^myl-7-memyl-l-[3-(memylsulfonyl)propyl]4H-hmdazo[4,5^ 

7-memyH-[3<metoylsulfon^ 
24)utyl-7<nethyl-l-[3<memylsulf^^^ 
2^tbjoxymethyi-7<nemyl-l-P^ 
amine; 

2-memoxyemyl-7-me%M-[3Kmemy^^ 
amine; 
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2^yclopropylmetoyl-7-memyl-H^ 
amine; 

7-methyl-l-[3<me%lsulfinyl^^ 
2/7^emyU-[3<memylsulfinyl)piopy^ 
2^yl-7-me1hyl-lMMme1hylsi^ 
74nemyM^3<memylsulfinyl)propy^^ 
2-butyl-7Hmethyl-l-[3<methylsulfinyl^ 
2-ethoxymethyl-7-methyU^^ 
amine; 

2-memoxyemyl-7-merayl-l-[3^methylsu^ 
amine; 

2^yclopropylme%l-7-memyI-H3<mem^^ 
amine; 

7-memyl4-[3-(phenyltoo)pi©pyl]-l^^ 
15 2/7-<nmemyM-[3-(phenyltm^)p^ 
2^yl-7-memyl-l-[3-(phenyltM^^ 
7-memyl4-[3^henyltMo)propyl]-2-^^^ 
2-butyl-7-memyl-l-[3-(phmylfoo^ 
2^moxymemyl-7-memyl-l-[3^heny^ 
20 2-memoxyemyl-7<nemyM-[3^henylto^^ 
2^yclopropylmerayl-7-methyU-[3^ph^^ 
amine; 

7<nethyM-[3-(phenylsulfonyl)propylH^^ 
2/7-dimemyM-[3^henylsiil^ 
25 2^yl-7-metoyM-[3^hOTylsulfon^ 
7-memyM-[3-(phenylsiufonyl^ 
24>utyl-7-memyl-l-[3^henylsulfonyl^^ 
2^thoxymemyl-7-memyl4-[3<phenylsulfonyl)propyl]-lff-inn 

amine; 

30 2-memoxyemyl-7-metoyl-l-[3<p^ 
amine; 
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2«yclopiopylmem y l-7-me^^ 

amine; 

2J^emyl-H3-(phenyl^y^ 

V-methyM-P^plienykulfinyl^ropy^-propyU 
2-butyl-7-metiiyl4-[3^henylsulfinyl)propylHH-iiru 

2^flu«yme^yl-7-mefliyl-l-[3-(phenyl^ 
amine; 

10 2*ie1h0xye1^^^ 
amine; 

2-cyclopropylmemyl-7-^^^^ 
amine; 

7-methyl4-[3^yrinudin-2-yltMo)propyl]4H-iim 

15 2 J^iimemyU-[3^yriim^^ 

2Wl-7-meayl-l-[3^yri^din-2-ylthio)propy^ 

7-memyU-[3«pyrimidm-^^^^^ 

2*utyl-7H m emyM-[3<p^ 

2^oxymemyl-7-memyl-l-[3^y^^ 

20 amine; 

2-me^oxyeihyl-7-m^ 
amine; 

2^yclopropylmemyl-7-me^^ 

c]pyridm-4-amine; 
25 7-methyl-l-[3-(pyrimdin-2-ylsulfonyl)pro^^ 

2J-dmiemyH-[3-(pyrim^^^ 

2-<^yl-7<nemyl4-[3^yrto^ 

amine; 

7- m eihyM-[3^yrim^^^ 

30 amine; 

2-butyl-7-methyl-l-[3^yrimdm-2-ylsul& 

amine; 
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2-ethoxjme%l-7-me1iiyl4-[3-(pyrimidin-2-ylsi^ 
4-amine; 

2-methoxyethyl-7-methyl-l-P 
4-amine; 

5 2-cyclopropylmemyl-7-memyl4-[3-te^ 

c]pyridin-4-amine; 

7-memyl-l-[3-(pyrinridm-2-ylsu^ 

2/7-<umetoyl-l-[3-(pyriimdm-2-^^ 

2-emyl-7-memyl-l-[3-(pyrumdm^ 
10 7-memyl-l-[3<pyriniidm-2-ylsulfinyi)propyI]-2-propy 

amine; 

2-butyl-7-memyl-l-[3-(pyrinu<un^^ 

2^moxymemyl-7-memyl-l-[3-(pyrim^ 

4-amine; 

15 2-methoxyemyl-7-meftyl-l-[3-(p^ 
famine; 

2-cyclopiopylmemyl-7-memyl-l-[3-(p^ 
c]pyridin-4-amine; 
l-[3-(butyltmo)prc^yl]-7-me^ 
20 l-[3-(butyIflrio)prop;yl^ 

l-[3-(butyltmo)propyl]-2-emyl-^^^ 

l-[3-(butylmio)propyl]-7-memyl-2-propyl-lfi-Mdazo[4,5-c]pyridm 
24>utyl-l-[3-(butyltmo)propy^ 
l-[3-(butyltmo)propyl]-2-em^^ 
25 l-[3-(butyltbio)propyl]-2-m^^ 

l-[3-(butylmio)prc#yl]-2-cycto^ 
amine; 

l-[3<butylsulfonyl)pHwlH^ 
l-[3-(biitylsulfonyl)propyl]-2,7-dimemyl-lH-^ 

30 l-[3-(butylsulfonyl)propy^ 

1- [3-(butylsnlfonyl)pnroy^^ 

2- butyl-l-[3-(butylsutfon^ 
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l-[3-(butylsulfonyl)pr^ 
l-[3^utylsulfonyl)piopyl]-2^ 
l-[3^uty!sulfonyl)p^ 
amine; 

5 l-[3-(butylsulfinyl)pro^ 
l-[3^utylsulfinyl)propy^ 
l-[3-(butyisulfinyl)pro 

1- [3^utylsulfinyl)pn>py^ 

2- bulyM-[3-(butyls^^ 
10 l-[3-(butylsulfinyl)pr^ 

l-[3-(buty!sulfinyty^^ 
amine; 

l-[3^utylsulfmyl)propy 
4-amine; 

15 l-{3-[(2,4-dichlorophenyl)too]p 
l-{3-[(2,4^cMorophenyl)tW^ 
l-{3-[(2,4-dicMorophenyl)thfo^ 
amine; 

1- {3-[(2A&cMorophenyl)Mo^ 
20 amine; 

2- butyM-{3-[(2,4-dicMoro^^ 
amine; 

l-{3-[(2,4KftcMorophenyl)M^ 
c]pyridin-4-amine; 
25 1- {3-[(2,4-dicMoix>pheny^ 
c]pyridin-4-amine; 
1- {3-[(2,4HftcMoroplie^^ 
c]pyridin-4-amine; 

l-{3-[(2,4-dicMorophenyl)sulfonyl]propyl}-7-meth^^^ 
30 l-{3-[(2^<ttcMorophenyl)s^^ 
amine; 
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l-{3-[(2,4-dicttoi^ 
4-amine; 

l-{3-[(2,4-dicMorop^ 
4-amine; 
5 2-butyl-l-{3-[(2,4-di^ 
4-amine; 

!-{3-[(2,4-dicMorophenyO^ 
c]pyridin-4-amine; 
l-{3-[(2,4-dicMorophenyl) 
10 c]pyridin-4-amine; 

!-{3-[(2,4^cMorophenyQ 
imida2X3[4,5-c]pyridin^aiiiine; 

l«{3-[(2,4-dicMoroph^ 

l-{3-[(2,4-dicMoroph^^ 

15 amine; 

l-{3-[(2,4HficUorophenyl)sulfinyl]propyl}-2-ethyl-7-m^ 
amine; 

l-{3-[(2,4-(ficMoroph^ 
4-amine; 
20 2-butyl-l-{3-[(2,4-<M^ 
amine; 

l-{3-[(2,4-dicMorophenyl)sulfinyl]propyl}-2-ethoxym 
c]pyridin-4-amine; 

l-{3-[(2,4-<ticMoro 
25 c]pyridin-4-amine; 

l-{3-[(2,4-dichlorophenyl)sulfinyl]pn^ 

imidazo[4 9 5-c]pyridin-4-amine; 

l-{3-[(2A<tifluoH>pli^^ 

l-{3-[(2,4-dMuorophenyty^^ 
30 2-ethyl-l-{3-[(2,4-dmuor^^^ 

amine; 
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l-{3-[(2,4^Muorophenyl)lMo^ 
amine; 

24>utyi-l-{3-[(2,4-difhiorophettyJ)lMo]pr^ 
amine; 

5 2^oxymethyl-l-{34(2,4-di£luorophenyl)tMo]propyl}-7-m 
c]pyridm^amine; 

l-{3-[(2/Wmuorophenyl)mio]pr^ 
c]pyridin-4- amine; 

10 c]pyridin-4-amine; 

l-{3-[(2,4^uorc^henyl)si^ 

l-{3-[(2A^uoiophenyl)sulfony^ 

amine; 

2^thyl-l-{3-[(2,4^uorophenyl)s^onyl]propyl}-7-memyl-lH-M 
15 amine; 

1- {34(2,4-difluorophenyl)sulfonyl]propyl} -T-metiiyl^-propyl-lJy-imidazo^.S-clpyridin- 
4-amine; 

2- butyl-l-{3-[(2,4^uorophenyl)sulfonyl]propyl}-7-memyl^H-i^ 
amine; 

20 2^moxymemyl4-{34(2 J 4^uorophenyl)sulfonyilpnmyl}-^ 
c]pyridin-4-amine; 

l-{3-[(2Adifluoropheayl)sulLfDnyl]propyl}-2-memoxyemyl-7-m 
c]pyridin-4-amme; 

2^yclopropy1memyl-l-{3-[(2/Wffl^^ 
25 imidazo[4,5-c]pyridin^amine; 

l-{3-[(2,4HMuon>phenyl)sulfinyl]propyl}-7-memyl-l^h^ 

l-{3-[(2/Wifluorophenyl)sulfinylfe^ 

amine; 

2^myl-l-{3-[(2,4^uorophenyl)sulfinyl]piDpyi}-7-memyl-lH-u^ 

30 amine; 

l-{3-[(2,4^uorophenyl)su]finy^ 

4-amine; 
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2-butyl-l-{3-[(2,4^uorop^ 
amine; 

2^moxymemyl-l-{3-[(2,4^uorophemyl)^^ 
c]pyridin^- amine; 
5 l-{3-[(2,4-<Muorophenyl)sulfinyl]pr^ 
cjpyridin^amine; 

2^yclopropymiefliyl-l-{3-[(2,4wMuorophenyl)snljaayl]pr^^ 

iniidazo[4,5-c]pyridin^amine; 

6,7-dimemyl-l-[4<memyllmo)butyl]-li?-in^ 
10 2,6,7-trimefliyl-l-[4KmethyllMo)butyl]-lff-Mdazo[4^ 

2-ethyl-6J-<nme1hyl-l-[4Kmet^^ 

6,7-dimemyl4-[4-(memyltmo)butyl]-2-propyl-lff-innto 

2-butyW-dimethyl-l-[4-(me1hyltMo)butyl]4if-ittndazo 

2^moxymemyWHJimemyMW 
15 2-methoxyemyl^J-dimethyM^^ 

2^yclopropylmemyWHlimethy^^ 

amine; 

6J-dimemyl-l-[4-(memylsulfon^ 
2,6J-trmie%l-l-[4-(memylsulfonyl)butyl]4iy-inuto 
20 2^thyW-<nmethyl-l-[4-(memyM 
6/7-dnnemyl-H4-(memylsu^ 
2-butyWJsihnemyl-l-[4<memylsulfonyl)butyl]-lif-in^ 
2-ethoxymemyWJ-^emyl-l-[4-(memylsulfonyl)butyl]-li^ 

amine; 

25 2-metayemyWJ-<nme%l-l-[4-(m^ 
amine; 

2^yclopropymiethyl-6;7-^e^ 
4-amine; 

6J-dime%14-[4-(memylsulfinyl)butyl]-lff-inudazo[4,5-c]p 
30 2,6,7-trmiemyl-l-[4-(memylsulnnyl)butyl]4F-jnnto 
2n5lhyW-^e%M-[4<metoylsu^ 
6,7^e%l-l-[4<memylsulfinyl)bu^^^ 
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2-butyl-6,7^Jimetiiyl-l <4^methylsul^ 

2^1hoxymethyl-6J-dimethyl-l-[4-(methy 

amine; 

2-methoxyethyl-6J-dimethyM^ 
amine; 

2^yclopiopylmethyWJ-d^ 
4-amine; 

6J-dimethyl-l-[4^heny 

2,6,7-trimethyM-[4^hen^ 

2^yl-6,7-dimethyM-[4-(phenyl^^ 

6 ,7-dimethyl-l -[4-(phenylthio)buty^ 

2-butyW,7-KJimethyl-l-[4-(phenyltMo)bu^ 

2-ethoxymethyl-6J-dimethyl-l-[4^^ 

2-methoxyethyl-6 ,7-dimethyl- 1 -[4^henyitluo)butyl]- 1^ 

2-cyclopropylmethyl-6J-dimet^ 

amine; 

6,7-dimethyl-l-[4-(phenylsuto^ 

2,6,7-trime1iiyl-l-[4-(phenylsulfonyl)butyl]-^ 

2^thyl^,7-dimethyl-l-^ 

6J-dimetiiyl-l-[4^henyl^^ 

24Hrtyi-6,7-dimethyM-[4^to 

2-ethoxymefliyl-6 ,7-dimethyl-l ~[4~(phenylsulfony^ 

amine; 

2-methoxyethyl^/7Klm^ 
amine; 

2^yclopropylmethyl-6,7-dimethyl-l-[4-(ph^ 
4-amine; 

6,7-dimethyl-l-[4-(phenylsul^ 

2,6J4rimeihyM-[4-(phenyls^^ 

2-ethyi^J-dimethyM-[^^ 

6J-dimethyM-[4-(pheny^ 

2-butyl-6 ,7-dimethyl-l -[4-(phenyisiilf^^ 
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2-ethoxymethyl-6/7-4imeth^^^ 
amine; 

2-methoxyethyl-6/7-dm 
amine; 

5 2-cyclopropylmethyl-6,7-di^^ 
4-amine; 

6,7-dimethyl-l-[4-(pyrimidm^ 
2,6J-trimethyl-l-[4-(pyrin^ 
2-e1hyl-6;7-dimetliyM 
10 6J-dimefhyl-l-[4-(pyr^ 

2-butyl-6;7-dimethyl-l-[4-^^ 

2-ethoxymethyl-6J-dime^ 

4-amine; 

2-methoxyethyl-6,7-dm^^ 
15 4-amine; 

2-cyclopropyImethyl-6,7-d^ 

c]pyridin-4-amine; 

6,7-dimeayl-l-[4-(pyrimidin-2-y 

2,6,7-timethyl-l-[4^ 
20 2-etliyl-6J-dimefhyl-l-[4-(ipyrim 

amine; 

6 J-dimethyl-l-[4-fc^ 4 
amine; 

2-butyl^,7-dimethyl-l-[4^^ 
25 amine; 

2-ethoxymethyl-6,7-d^ 
c]pyridin-4-amine; 
2-methoxyethyl-6/7Klm^ 
c]pyridin-4-amine; 

30 2-cyclopropylmethyl-6 J-dimethyl-l-[4-0py^ 
c]pyridin-4-amine; 
6;7-dimethyM-[4-(py^ 
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2,6,7-trimethyl-l-[4^^ 

2-ethyl-6J-dimethyl-l-[^ 

amine; 

6J-dimetliyl-l-[4-(pyri^ 
5 amine; 

2-butyl^jKiimethyl-l-[4Hpyrinudin-^ 
amine; 

2-ethoxymethyl-6/7-dm^ 

c]pyridin-4-amine; 
10 2-methoxyetkyl^7Hiimeth^^^ 

c]pyridin-4-amine; 

2^yclopropylmethyl^,7Ktimet^^^ 

c]pyridin-4-amine; 

H4-(£utylthio)buty^ 
15 1 -[4<butyllMo)butyl]-2,6^^ 

l-[4^utylthio)butyl]^ 

l-[4^utylthio)butyl]^J^^ 

24>utyM -[4<bu1yltMo)^^ 

l-[4^utylthio)buty^ 
20 l-[4-(butyltMo)butyl]-2-me 

l-[4-(butylthio)butyl]-2-cyd^ 

amine; 

l-[4-(butylsulfonyl)bu^ 

l-[4-(butylsulfonyl)b^ 
25 l-[4-(butylsulfonyl)b^ 

l-[4-(butylsulfonyl)bu^ 

24>utyl-l-[4^utybulfonyty^^ 

l-[4-(butylsulfony^ 

amine; 
30 l-[4<butylsul^ 

amine; 
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l-[4^utylsulfonyl)bu^ 
4-amine; 

l-[4-(butylsulimy^^ 
l-[4^utylsulfinyl)bu^ 
5 l-[4-(butyisulfinyl)^^ 

1- [4^utyisulffciyl)b^ 

2- butyl-l-[4-(butylsulf^^ 
l-[4-(butylsulf^ 
amine; 

10 H4^utylsulfoyl)buty^^^ 
amine; 

H4^ulylsulfo^ 
amine; 

l-{4-[(2,4^chlorophenyl)tM^^ 
15 H4-[(2,4^cMorop 

1- {4-[(2/WicMorophenyl^ !i ; 

amine; 

1- {4-[(2,4-dichlorophenyl)thio]butyl}-6 J^iimethyl-2-propyl-li^^ 
amine; 

20 2-butyM-{4-[(2,4^chloro^^ * 
amine; 

1- {4-[(2,4^cMorophenyl)thio^ 
c]pyridin-4-amine; 
l-{4-[(2,4~dicMorophenyl)^ 
25 c]pyridin-4-amine; 

l-{4-[(2,4^chlorophenyl)ffi^ 
imidazo[4,5^]pyridin^amine; 
l-{4-[(2,4^cUorophenyl)sulfonyl]butyl}-6J-^^ 
amine; 

30 l-{4-[(2,4^cMoropht^ 
amine; 
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l-{4_[(2,4-dicMorophe^ 

c]pyridin-4-amine; 

l-{4-[(2 5 4-dicMoi^ 

c]pyridin-4- amine; 
5 2-butyl-l-{4-[(2,4^cMorophenyl)sulfonyl]b 

c]pyridin-4-amine; 

l-{4-[(2,4^chlo^ 

c]pyridin-4-amine; 

l-{4-[(2,4^cMoiopheayl^^ 
10 c]pyridin-4-amine; 

•v 

l-{4-[(2,4-dfcMo^ 
iiiddazo[4,5-c]pyridin^ainine; 
l-{4-[(2,4^cMjiophe^ 
amine; 

15 l-{4-[(2,4-dicMorop^ 
amine; 

l-{4-[(2,4^ichlorophenyl)su^^ 
4-amine; 

1- {4-[(2,4^cMorc^hmyl) 
20 c]pyridin-4-amine; 

2- butyM-{4-[(2A&<^on^^^ 
c]pyridin-4-amine; 
H4-[(2,4^cMarop^ 

c]pyridin-4-amine; 
25 l-{4-[(2,4-dicMoropheny^ 
c]pyridin-4-amine; 

l-{4-[(2,4HticMorophenyl)sulfinyl]butyl}-2^^ 
imidazo[4,5-c]pyridin-^ainine; 
l-{4-[(2,4^ifluorophe^ 
30 l-{4-[(2,4-(Muoropheny^^ 
2^yM-{4-[(2,4^uoroph^ 
amine; 
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1- {4-[(2,4^uorophm^ 
amine; 

2- butyl-l-{4-[(2A<^^ 
amine; 

2-ethoxymethyM-{4^ 

c]pyridin-4-amine; 

MM(2Adifluorophenyl)^^ 

c]pyridin-4-amine; 

2^yclopropy1methyl-l-{^^ 

c]pyridin-4-amine; 

1- {44(2^dmuorophenyl)s^ 
amine; 

HM(2Adifluorophen^^ 
amine; 

2- ethyi-l-{4-[(2A<iiftaoropb^ 
c]pyridin-4-amine; 
M4-[(2,4^uorophenyl)sulfon^ 
c]pyridin-4-amine; 

24>utyl-H4-[(2,4^uorophenyl>ul^^^^ 
c]pyridin-4-amine; 

2^oxymethyM-{4-[(2^dffluorophen^ 
c]pyridia-4- amine; 

l-{4-[(2,4^fluorophenyl)sulfonyfl^ 
c]pyridin-4- amine; 

2K;yclopropy]me1hyl-l-{4-[(2,4Hlifluorophenyl)sulfonyl]bu1y^ 

imidazo[4,5-c]pyridm-4-amine; 

M^[(2Adifluorophenyl)sii^ 

amine; 

l-{4-[(2,4HMuoiopheny0sulfinyl]biityl}-2,6,7-trimethyl-^ 
amine; 

2<thyl-l-{4-[(2,4^uorophenyl)su^ 
4-amine; 
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1- {4-[(2,4-difluon>pheny 
c]pyridin^amine; 

2- butyl-l-{4-[(2,4-(M^ 
4-amine; 

5 2^thoxymethyM-{4-[(2A<fr^^ 
c]pyridin-4-amine; 

1- {4-[(2,4-difluoro^ 
c]pyridin-4-amine; 

2- cyclopropylmethyl-l-{4-[(2,4Haifluorophm 
10 iirdda2x>[4,5-c]pyridin^amine; 

7-mettiyM-[4^me^ 
2J-dimethyl-l-[4^methyltMo)^ 
2^thyl-7-methyM-[4-(methylto^ 
6J-dimethyl-l-[4^methyl^^ 
15 2-butyl-7-metfcyH-[4^^^ 

2-ethoxymethyl-7-methyl-l-[4-(m^ 
2-me11ioxyethyl-7-me1hyl-l-[^^ 
2-cyclopropylmethyl-7-me^ 
amine; 

20 7-methyU 1 -[4-(methylsulfonyl)butyl]- li7-imidazo [4 9 5-c]pyridin-4-ainine; 

2/Mimethyl-l-[4-(methylsulfo^^ 

2-ethyl-7-methyl-l-[4^methyl^^ 

7-methyl-l-[4-(methylsulfonyl)butyl]-2-propyl- 

2-butyl-7-methyl-l-[4^meth}^ 
25 2^thoxymethyl-7-methyM44^ 

2-methoxyethyl-7-methyl-l-[4^me^ 

2^ycloprcpylmethyl-7-me^ 

amine; 

7-methyM-[4^methylsii^ 
30 2/7-dimethyl-l-[4-fa^^ 

2-ethyl-7-methyl-l-[4<me%^ 
7-methyl-l-[4^metliyls^^ 
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2^utyl-7-methyl-l-[4Kme^^^ 

2^tfaoxymethyi-7-methyl-l-[4-(methylsuIfinyl)butjd]-l^-iim 
2-methoxyethyl-7-methyl-lW 
2^yclopiopylmethyI-7-m<^yl-l-[^^^ 
5 amine; 

7-memyM-[4^henyltmo)butyl]-li7-im^ 
2/7-dimemyM-[4-(phenyltm^ 
2^yl-7-memyl-l-[4^henyl<mo)^^^ 
7-memyl-l-[4^henyltmo)bu^^ 
10 24rotyl-7-memyl-l-[4-(phenylm^^ 
2^oxyme%l-7-methyl-l-[4^^ 
2-memoxyemyl-7-memyl-l-[4^hen^^ 
2^yclopropylmethyl-7-m^ 
amine; 

15 7-memyl-l-[4-(phenylsulfontf 

2/7^emyl-l-[4^henylsulfony^^ 

2H^yl-7-memyl-l-[4^henylsulfonyl)^^^ 

7-memyM-[4-(phenylsulfonyl)b^ 

2-bulyl-7-memyl-l-[4^henylsulfonyl)butyl]-lff-mrid^ 
20 2^oxymemyl-7-memyl-l-[4^henylsu^^ 

2-memoxyemyl-7-me%14-[4-(phenylsulfonyl)butyl]-lH-imito 

2^yclopropylmethyl-7-memyi-l-[^ 

amine; 

7-me%l-l-[4-(phenylsulfoyl)buty^ 
25 2J-^imemyl4-[4^henylsulfinyl)butyl]4H-inTidaTO 

2^yl-7-metoyl-l-[4^henyIsulfm^^ 

7-memyU-[4^henylsulfinyl)b^^ 

2-butyl-7-m<toyl-i-[4^henybul^ 

2^moxyme%l-7-me%l-l-[4^h<mylsu^ 
30 2<nemoxyemyl-7-memyl-l-[4-(phenyl^^ 

2^yclopiopylme1hyl-7-memyl-l-[^ 

amine; 
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7-methyi-l-[4-(pyri^ 
2,7-dimethyl-l-[4-(pyrii^ 
2-dhyl-7-methyl-l-[4-(pyr^ 
7-methyl-l-[4-(pyriniidin-^^ 
5 2-butyl-7-methyl-l-[4-(pyrimidin-2-yU^ 
2-ethoxymethjd-7-methyl-l-[4-(pycnni 
amine; 

2-methoxyethyI-7-methyl- 1 -[4^yrimidin-2--ylt]iio)butyl]-- 1 jy-imidazo[4,5-c]pyridin-4- 
amine; 

10 2-cyclopropylmethyl-7-methyl-l-[4^^ 
4-amine; 

7-me1liyl-l-[4^yrimidin-2-yisiilfo 
2,7-dimethyl-l-[4-(^ 
2-ethyl-7~methyl-l-[4-(p^ 
1 5 7-methyH -[4-(pyriinidin-2-ylsiilfonyl)butyy 
amine; 

2-butyl-7-methyl-l-[4-(py^^ 

2-ethoxymethyl-7-methyl-l-[4-(py^^ 

4-amine; 

20 2-methoxyethyl-7-methyl-l-[^ 
4-amine; 

2-cyclopropylmethyl-7-methyl^^^ 

c]pyridin-4-amine; 

7-methyl-l-[4-(pyrimi^ 
25 2/7-dimethyl-l-[4-(pyrii^ 

2-ethyl-7-methyl-l-[4-(p^^ 

7-methyl-l-[4-(pyrimidin-2-ylsulfinyl)bu1yy 

2-butyl-7-me1hyI-l-[4-(pyrimidm-2-ylsulfin 

2-ethoxyme1hyl-7-methyU^^ 
30 4-amine; 

2-methoxyethyl-7-methyl-l-[^ 

4-amine; 
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2-cyclopropylmethyl^^^ 
cJpyridin-4-amine; 
l_[4^ u tylthio)butyl>^ 
l-[4^utyltoo)butyl^^ 
5 l-[4-(butylthio)butyl]-2-ethy^ 

1- [4^utylttoo)butyl]-7-me^ 

2- butyl-l-[4-(butylttt^ 
l-[4^utyl1lrio)butyl]-2-^^ 
l-[4-(butylthio)butyl]-2-me&^^ 

10 l-[4^utyltirio)butyl]-^ 

l-[4^utyisulfonyl)bu^ 

l-[4^utylsulfonyl)^^^ 

l-[4-(butyisulfony^ 

l-[4^utylsulfonyl^ 
15 2-butyl-l-[4^utylsulfonyl)butyl]-7-me& 

l-[4Hbutylsulfonyl)buiyi]-2-ethoxym 

l-[4-(butylsulfonyl)buty^^ 

l-[4^utylsulfonyl)bxityl]-2^yclopropylmeth 

amine; 

20 1 -[4-(butylsulfinyl)butyl]-7-methyl- l/T-iirudazo[4,5-c3pyridin-^aiiiine; 
l-[4-(butylsulfinyi)bu^^ 
l-[4-(butylsiilfin^^ 

1- [4-(butylsulfinyl^ 

2- butyl- 1 -[4-(butylsulfinyl)butyl]-7-methyl- lff-iirridazo [4, 5^Jpyridiii-4-amine; 
25 l-[4^utylsulfinyl)buty^ 

l-[4^utylsulfinyl)butyl]-2-^^ 
amine; 

l-[4-(butylsulfinyi)^^ 
amine; 

30 l-{4-[(2,4-dicMorophm^ 

l-{4-[(2,4^chlorophenyl)^ 
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l-{4-[(2,4^cMoroph^ 
amine; 

l-{4-[(2,4-dichloropte 
amine; 

5 24>utyl-H4-[(2A<M^ 
amine; 

l-{4-[(2,4-dich^ 
c]pyridin-4-amine; 

l-{4-[(2,4^cUoropheayl)thio]butyl} : 2-meth^ 
10 c]pyridin-4-amine; 

1 - {4-[(2,4-dichlorophenyl)1iuo]butyl} -2-cyclopropylmetiiyl-7-metiiyl- ljff-imidazo[4,5- 

c]pyridin-4-amine; 

l-{4-[(2A^chlorophenyl)sul^ 

l-{4-[(2/WicMorophmyl)s^ 
15 amine; 

l-{4-[(2,4-dichlorop^ 

amine; 

l-{4-[(2,4-dichlorophenyl)s^ 
4-amine; 
20 2-butyl-l-{4-[(2,4^ 
amine; 

l-{4-[(2,4^chlorophen^^ 
c]pyridin~4-amine; 
l-{4-[(2,4KttcMorophenyl) 
25 c]pyridin-4-amine; 

l-{4-[(2,4-dicMorophenyl)sulfonyl]butyl}-2-cyclopropyto^ 

iimda2»[4,5-c]pyridin^amine; 

l-{4-[(2,4-dicMoroph^ 

l-{^[(2,4-dicmorophenyl)sulfinyl]butyl}-2J^ 
30 amine; 

1 - {4-[(2,4-dichlorophenyl)sulfinyl]butyl} -2-ethyl-7-methyl- li/-imidazo[4 3 5-c]pyridin-4- 
amine; 
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1- {4-[(2AdicWorophenyl)sulfo^ 
amine; 

2- butyM-{4-[(2,4^^ 
amine; 

5 l-{4-[(2,4-dichlorophra^ 
c]pyridin-4-amine; 
1- {4-[(2,4^cMoropheayl)su^ 
c]pyridin-4- amine; 
l-{4-[(2,4^cMoropheayl)s^ 
.10 c]pyridin-4-amine; 

1- {4-[(2,4^iifluorophenyl) 

1- {4-[(2,4^fluoiophenyI)thio^^ 

2- ethyM-{4-[(2A<Muorophm^^ 
amine; 

15 l-{4-[(2,4-<Muoropheny^ 
amine; 

2-butyl-l-{4-[(2Adif^^ 
amine; 

2^thoxyme1hyM-{^ 
20 c]pyridin-4-amine; 

l-{4-[(2,4^uoropheny^ 

cJpyridin-4-amine; 

2^yclopropylmethyl-l-{4-[(2,^ 

c]pyridin-4-amine; 
25 l-{4-[(2,4-difluorophen^^ 

l-{4-[(2,4-^uorophenyl)^ 

amine; 

2^thyM-{4-[(2,4^uoroph^ 
amine; 

30 l-{4-[(2,4-diflnorophenyl)sulfonyl]but^ a * 

amine; 
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2-butyl-l-{4-[(2,4^uoroph^ 
amine; 

2^thoxyme1hyl-l-{4-[(2,4-dffl^ 
c]pyridin-4-amine; 
5 l-{4-[(2,4^uorophenyl)sulfony^ 
c]pyridin-4-amine; 

2^yclopropylmemyM-{4-[(2A^^ 
imidazo[4,5-c]pyridin-4-amine; 
l-{4-[(2,4^uorophenyl)sulfinyl]b^^ 
10 l-{4-[(2,4MimuorophenyI)sulfi^ 

2^myl-l-{4-[(2,4^uorophenyl)sulmiyl]butyl}-7-me%l-lif-^ 

amine; 

l-{4-[(2/WifluorophenyI)sm^ 
amine; 

15 2-butyl-l-{4-[(2,4^uoiophray^ 
amine; 

2^thoxymemyl4-{4-[(2,4^uorophenyl)sulfinyl]butyl}-7-memyl-lH-^ 
c]pyridin-4-amine; 

l_{4-[(2,4^uorophenyl)sulfinyl]bu^ 

20 c]pyridin-4-amine; 

2^clopropyhnemyl-1^4-[(2,4HMuorophenyl)sulmiyl]butyl}-7-m^ 

c]pyridm-4-amine; 

6J^emyl-l-[5-(memyltmo)pemtyl]-lH-inndazo[4,5-c]py^ 
2,6,7-trimetoyl-l-[5^metoyltM^ 
25 2-emyWniimemyl-l-[5Kmemyltmo)pentyl]4H-inndazo[4^ 
6,7-dmiemyl-l-[5Kme^yltMo)pentyl]-2-propyl-lH-mn 
24>utyl^5,7-<nmemyW-[5^memy^ 
2-emoxymethyl-6/7-dune^ 
amine; 

30 2-memoxyethyW^emyl4-[5<memyltM^^ 
amine; 
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2^yclopropytaethyW-d^^ 
amine; 

6,7-<lime1hyl-l-[5-(met^ 
2,6J-trimetoyM-[5-(memyM 
5 2^myW/7^Iime%M-[5-(mem^^ 

6J-Hnmethyl-l-[5-(methylsulfonyl)pentyl]-2-propyl-li^ 

2-butyl-6/7-<ume%l-l-[5-(i^ 

2-emoxymethyl-6J-dimemyM-[5^m^ 

amine; 

10 2-methoxyethyl-6/7^ethyM-[5^ 
amine; 

2<yclopropylmethyW-dme^ 
' c]pyridin-4-amine; 

6J^ethyM<5-(memylsulfinyl)p^ 
15 2,6J-trmethyl-l-[5-(me1hy^ 

2-ethyW^iimemyW-[5^meraylsu^^ 

6/7^ewyM-[5-(me%lsulfinyl)p^ 

2-butyW^iime%M-[S-(memyls^ 

2-ethoxymethyl-6,7-dimeth^ 
20 amine; 

2-memoxyethyl^,7^ethyl4-[5-(methylsulfinyl)pentyl]-lff-iim 
amine; 

2^yclopropylmethyW,7Hiim^ 

c]pyridin-4-amine; 
25 6/7HnmetoyM-[5^henyltMo)penty^^^ 

2,6J-trimemyl-l-[5-(phenyltbio)pentyl]-l^-imidazo[4^ 

2-e%W-«umethyl-l-[5-(pheny^ 

6,7-<limemyM-[5^henylthio)pentyI^ 

2-butyl-6J-<nme%U-[5-(phenyltMo^ 
30 2rethoxymemyW-^ethyM-[5^h^ 

amine; 
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amine; 

2^yclopropylmethyl^,7-dimethyl-l-[5-(phenyl 
amine; 

6,7-<3imethyl-l-[5-(plienylsulfonyl)pentyl]-^ 
2,6/7-trimethyM-[5^h^^ 
2-ethyl-6J-dimethyl-l-[5<phenylsulfonyl)pen^ 

6,7-dimethyM-[5^hen^ 
24>utyl-6/7-dimeti^ 
2H5tkoxymetliyl^J-d^^ 
amine; 

2-me1hoxye%I-6/7-^et^ 
amine; 

2^yclopropylmethyW,7-d^ 
15 c]pyridin-4-amine; 

6/7^IimefoyM-[5-(pheny^ 
2,6J-trimethyl-l-[5-(pheaylsulfinyl)pm^ 
2-ethyl-6J-dimethyM-[5^ 
6;7-dimethyM-[5^henylsulfo^ 
20 2-butyl-6J-Klimethyl-l-[5^henylsul£m 
2^thoxymethyl^,7-<Jm^^ 
amine; 

2-metkoxyetiiyW/7-<^^ 
amine; 

25 2-cyclopropylmethy^ 

c]pyridin-4-amine; 

6/7-<iim^yM-[5-(pyi^ 

2,6/7-tiimethyl-H5-te^ 

2^thyl-6/7-dimethyM-[5-^^ 
30 6J-dimethyl4"[5^yrimidin-2-yltMo)^ 

amine; 

2-butyW-dimet^ 
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2-ethoxymemyW-dime^ 
4-amine; 

2-methoxyelhyW^elhyMH^ 
4-amine; 

5 2^yclopropybiiemyl-6J^ethyl-H^ 
c]pyridin-4- amine; 
6;7-dime%l-l-[5-(pyriffiid^ 
2,6J-trime1hyl-l-[5^yrimidm-2-ylsulfonyI)pe^ 
2^thyl-6J-dimethyi4-[5^yrimidm-2-ylsul& 

10 amine; 

6,7^ethyl-l-[5^yrimidm-2-ylsulfonyl)pentyl3 

amine; 

2-butyW^iimethyM-[5^yrin^^ 
amine; 

15 2^thoxyme%l-6J^ethyl-H5-(py^ 
c]pyridin-4-amine; 

2-memoxyethyW^emyl-l-[5-(pyrimidm-2-ylsulfo 
c]pyridm-^amine; 

2-cyclopropylmethyW^e1hyM45 

20 c]pyridin^amine; 

6J-<nmemyl-l-[5-(pyriniidm-2-yk^ 

2,6J-trimethyl-l-[5^pyrimidm-2-ylsiufinyl)p^ 

2-emyW^e1hyl4-[5-(pyrinndm-2-ylsulfiny^ 

amine; 

25 6/7^efoyM-[5^yrinndin-2-ylsul^ 
amine; 

2-butyW^ethyM-[5-(pyrinn^^ 
amine; 

2-emoxymethyW^ethyM-[5-(py^ 

30 c]pyridm-4-amine; 

2-methoxyemyl^J^ethyl4-[5^yrinu<ntt-2-ylsulfin 

c]pyridin-4-amine; 
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2^yclopn>pylmethy^^ 
c]pyridin-4-amine; 
l-[5^utylthio)pentyl]^ 
l-[5-(butyltMo)pentyl]-2,6,7-trimethyl-li^ 
5 l-[5^utylihio)pentyl]-2^ 

1- [5-(butyltMo)pentyl]-6,7-^ 

2- butyM-[5-(butyithio)^ 
l-[5-(butyltMo)pentyl]-2^ 
l-[5-(butyltlrio)peniyl]-2-m^ 

10 l-[5^utylthio)pentyl]-2^yclopropylmethyWJ-dim 
amine; 

l-[5^utylsulfonyl)penty^^ 
l-[5-(butylsulfonyl)pe 

1- [5-(butylsulfonyl)pen^ 
15 l-[5-(butylsulfonyl^ 

2- butyl-l-[5^utyls^ 
l-[5^utylsulfonyl)penty^^ 
amine; 

l-[5-(butylsulfonyl)pCT 
20 amine; 

l-[5<butylsulfonyl)^ 
4-amine; 

l-[5^iitylsulfinyl)penty^^ 
l-[5^utylsulfuiyl)^ 
25 l-[5<butylsulfinyl)pen1yl]-2^^ 
145-(butylsul£nyl)pentyl^ 
24)utyM-[5^utylsulfm^^ 
l-[5<butylsulfmyl)pen 
amine; 

30 l-[5-(butylsulfiny^ 
amine; 
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l-[5-(butylsiilfinyl)pentyl]^ 
4-amine; 

l-{5-[(2,4^cUoiophe^ 
l-{S-[(2 5 4-dicMoiophenyl^ 
5 amine; 

l-{5-[(2,4-dicMorophenyl)^ 
amine; 

l-{5-[(2,4KiicMorophenyl)to 
4-amine; 
10 2-butyl-l-{5-[(2,4-di^ 
amine; 

l-{5-[(2,4-dicUorophenyl)^ 
c]pyridin-4-amine; 
l-{5-[(2/^cUoiophenyl)th^ 
15 c]pyridin-4-amine; 

l-{5-[(2,4-<ficMorophenyl)t^ 
imidazo[4,5-c]pyridin-4-amine; 
l-{5-[(2/NticMorophenyl)s^ 
amine; 

20 l-{5-[(2,4-dicHorophenyl)s^^ 
amine; 

l-{5-[(2,4-dichlor^ 
c]pyridin-4-amine; 

1- {5-[(2,4-dicUorophen 
25 c]pyridin-4-amine; 

2- butyl-l-{5-[(2,4-dicM^ 
c]pyridin-4-amine; 
l-{5-[(2,4-dicMoroph^ 
irmdazo[4,5-c]pyridin-4-amine; 

30 l-{5-[(2,4^cttoroph<a^ 
imidazo[4,5-c]pyridin-4-amine; 
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l-{5-[(2,4^chlorophenyQ 
inudazo[4,5-c]pyridin-4-amine; 
1- {5-[(2,4-dicMoropheayl^^ 
amine; 

5 1- {5-[(2,4-dicMorophenyl^ 
amine; 

l-{5.[(2,4-(fccMorophen^ 
c]pyridin-4-amine; 

1- {5-[(2,4-<ficMorophenyl)s^^ 
10 c]pyridin-4-amine; 

2- butyl-l-{5-[(2,4^cM^^ 
c]pyridin-4-amine; 

l-{5-[(2,4^cMorophenyl)sulj5nyl]peatyl}-2-eth 
c]pyridin-4-amine; 
15 l-{5-[(2,4^cWorophenyl)sidfinyl]peatyl}-2-metho 
c]pyridin-4-amine; 

1- {5-[(2,4-dicUorophenyl)sulfinyl]peatyl}-2-cyclopropyto 
imidazo[4,5-c]pyridin-4-amine; 
l~{5-[(2,4-KMuorophenyl)Mo 

20 l-{5-[(2,4-difluorophenyl)thio]pentyl} ^^J-trime^l^^imidazot^S-^pyridin-^ 
amine; 

2- e11iyl-l-{5-[(2,4Kl^ 
amine; 

1- {5-[(2/MMuorophmyl)^ 
25 4-amine; 

2- butyl-l-{5-[(2,4-difto^ 
amine; 

2-ethoxyme1hyl-l-{5-[(2,4^uoro^^ 
c]pyridin-4-amine; 
30 l-{5-[(2,4^fluorophenyI)^^ 
c]pyridin-4-amine; 
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2^yclopropylmethyM ^ 
imidazo[4,5-c]pyridin-^araine; 
l-{5-[(2,4-difluorophenyl)su^^ 
amine; 

5 l-{5-[(2,4-difluorophenyl)^ 
amine; 

2^thyM-{5-[(2,4^uoi^ 
c]pyridin«4-aniine; 

1- {5-[(2,4-difluorophenyl)su^^ 
10 c]pyridin~4-amine; 

2- butyl-l - {5-[(2,4^fluorophenyi)sulfonyl]pentyl}-6 J-dime^yl4H-imidazo[4,5- 
c]pyridin-4-amine; 

2-ethoxymethyl-l - {5-[(2,4-difluorophenyl)siilfonyl]pentyl} ^,7-dimethyl-lff- 

imida2X)[4 5 5^]pyridin-4-amine; 
15 l-{5-[(2,4H^uorophenyl^^ 

imidazo[4,5^]pyridin-4-amine; 

2^yclopropylmethyM-{5-[(2,4^M^ 

imidazo[4,5-c]pyridin^amine; 

l-{5-[(2,4-difluorophenyl)su^ 
20 amine; 

1- {5-[(2,4-difluorophenyl)su^ 
amine; 

2- ethyM-{5-[(2,4-dij^^ 
c]pyridin-4-amine; 

25 1- {5-[(2,4^uorophenyl)sul^^ 

c]pyridin-4-amine; 

2-butyH-{5-[(2,4^uo^ 

c]pyridin-4-aroine; 

2^thox>methyH-{5-[(2,4^uo^ 
30 c]pyridin-4-amine; 

l-{4-[(2/Wifluorophen^ 

c]pyridin-4-amine; 
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2-cyclopropylmethyl-H 
imidazo[4,5-c]pyridin^ainiiie; 

7-methyl-l-[4-(merthylt^ 

2,7-dimethyl-l-[5<methyl^^ 

2^yl-7-me1liyM-[5<methyl^ 

6J^Iimethyl-H5<metiiylttt^^ 

2-bu1yl-7-methyl4-[5<methylthio)pentyl]-l^ 

2^thoxymethyl-7-methyM 

2-methoxyethyl-7-methyl4^ 

2^yclopropylmethyl-7-met^ 

amine; 

7-me%M-[5^methyIs^^ 

2/7-<iimethyl-l-[5<methyls^ 

2^thyl-7-metiiyl4-[5-(metii>dsulfonyl)pentyl]-l^ 

7-methyl-l-[5-(meiiiyls^^ 

2-butyl-7-methyl-l-[5-^ 

2^thoxymethyl-7-methyl^ 

amine; 

2-methoxyethyl-7-methyM45^^ 
amine; 

2-cyclopropylmethyl-7-methyM 
amine; 

7-methyM-[5-(methylsuli^^ 

2J-dimethyl-l-[5-(methylsiilfimyO^ 

2-ethyl-7-methyH-[5^methylsu^ 

7-methyl-l-[5-(methylsulfinyl^ 

2-butyl-7-me%l-l-[5<methyk^ 

2-ethoxymethyl-7-me^ 

amine; 

2-methoxyethyl-7-me%l-l^ 
amine; 
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2^yclopropylmethyl-7^^^ 
amine; 

7-methyM-[5-(phenyltMo)penty^ 
2J-Klime11iyl-N[4^henyltMo)pentj4] 
5 2H3thyl-7-methyl-l-[5^hen^ 
7-methyM-[5^henylthio)pen^ 
2-butyl-7-methyl-l-[5-fr^ 
2H^oxymethyl-7-methyM-p 
• 2-methoxye1iiyl-7«methyl-l-[5^henyltMo)pe^ 
10 2^yclopropyImethyl-7^ 
amine; 

7-mefoyM-[5^henylsulfon^ 
2J-dimethyM-[5-(phe^^^ 
2^thyI-7-methyM-[5^ 
15 7-me%M-[5^henylsidfo^^ 
2-butyl-7<nethyl-l-[5-fr^^ 
2-ethoxymethyl-7-met^ 
amine; 

2-me1hoxyethyl-7-me 
20 amine; 

2^yclopropylmethyl-7-^^ 
amine; 

7-methyi-l -[S^henylsul^ 
2J-dimethyI-l-[5-(p^ 
25 2^thyl-7-me%l-l-[5-(ph^^ 
7-methyM-[5-(phenylsul^ 
2-butyl-7-me%M-[5-(ph^^ 
2-ethoxymetliyI-7-meto^^^ 
amine; 

30 2<nethoxyethyl-7-methyl-l-^ 
amine; 
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2<yclopropylmethyl-7-methyl-l-^ 
amine; 

7-methyl-l-[5^yriimdm^ 
2J-dimethyl4-[5-(pyrimi(^ 
5 2^thyl-7-methyl-l-[5-(p)rimi^^ 

7-methyi4-[5^yriinidin-2-ylthio)pentyl]-2-pro 

2-butyl-7-methyl-l-[5-(pyr^ 

2-ethoxymethyl-7-methyl-l-[5^^ 

amine; 

10 2-methoxyethyl-7-methyM^ 
amine; 

2^yclopiopylmethyl-7-methyM-[5-^ 
c]pyridin-4-amine; 

7-methyl-l-[5-(pyrimidin-2-ylsulfonyl)^ 
15 2J-nlimethyl-l-[5^yr^ 

2-ethyl-7-methyl-l-[5^yrimidin-2-yls 

7-methyl-l-[5-(pyriini^ 

amine; 

2-butyl-7-methyl-l-[5-(pyrimidia-2-ylsulfc 
20 2-ethoxymethyl-7-me1l^ 
4-amine; 

2-metlioxyethyl-7-metliyl-l-[5-te 
4-amine; 

2-cyclopropylmethyl-7-me&^^ 
25 c]pyridin-4-amine; 

7-me%M-[5-(pyriniidin-2-yls^^ 

2^-dimethyl-H5-(pyrimi^ 

2-ethyl-7-methyl-l-[S-fc^^ 

7-methyl-l-[5^yrimidin-2-ylsulfinyl)pen 
30 amine; 

2-butyl-7-methyM45-(pyrM^ 
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2^thoxymethyl-7-methyl-l-[5-^ 
4-amine; 

2-me&oxyethyl-7-me11iyl-l-[5^^ 
4-amine; 

2^yclopropylmel3iyl-7-methyl-l-[5-(pyrmudin-2- 
c]pyridin-4-amine; 

l-[5<butyltmo)pentyl]-7-methyl-lH-Mdazo[4,5-c]pyri^ 

l-[5-(butyl1too)pOTtyl]-2,7-d^ 

l-[5<birtyltMo)peatyl]-2-em^^ 

1- [5-(bulylttoo)pentyl]-7-^^ 

2- butyl-l-[5-(butyltmo)pen^^ 
l-[5-(butyltmo)pentyl]-2-emox^ 
l-[5-(bu1yl1mo)penlyl]-2^^ 
H5-(butyltoo)pentyl]-2H:yclopi^^ 
l-[5-(butylsulfonyl)pentyl]-7-^^ 
l-[5-(butylsulfonyl)pen1yl]^^ 
l-[5-(butylsu]fonyl)pentyl]-2^ 

1- [5-(butylsulfonyl)pentyl]-7-m^ 

2- butyl-l-[5-(butylsulfonyl)pra 
l-[5-(butylsulfonyl)pentyl]-2-emo^ 
l-[5-(butylsulfonyl)penty^ 

l-[5-(butylsulfonyl)pentyl]-2-cyclopropylmethyl-7-me^ 
amine; 

l-[5-(binylsulfoyl)bpmyl]^ 
l-[5-(butylsulfinyl)pentyl]-2jH^ 

1- [5-(butylsulJtoyl)pentyl]-2-ethyl-7-memyl-lH-inudazo[4^ 
145-(butylsulfoyl)pentyl]-7-methy^ 

2- butyM-[5-(butylsulfmyl)pe 
l-[5-(butylsulfmyl)pentyl]-2-ethoxym 
l-[5-(butylsulfinyl)pentyl]-2-m^ 
amine; 
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l-[5^utylsulfinyl)pm 
4-amine; 

1- {5-[(2,4^cMorophenyl)^ 

1- {5-[(2/^cMoropheny^ 

5 l-{5-[(2,4^cMorophenyl)to^^ 
amine; 

1 - {5-[(2,4^cMorophmyl)t^ 
amine; 

2- butyi-l-{5-[(2,4^c^^ 
10 amine; 

l-{5-[(2,4^cMorophenyl)tMo^ 
c]pyridin-4-amine; 
1- {5-[(2,4HUchloroph^ 
c]pyridin-4-amine; 
15 l-{54(2,4^cMorophenyl)toofr^ 
c]pyridin*4-amine; 
l-{5-[(2,4^cMorophenyl)s^ 
l-{5-[(2A^cMorophenyl)suff^ 
amine; 

20 l-{5-[(2,4^cMorophenyl)sulfonyl]pentyl}-2^%^ 
amine; 

l-{5-[(2,4-dichloroph^ 
4-ainine; 

24>utyl-l-{5-[(2,4-<UcMorophenyl)sulfonyl]pentyl^ 
25 amine; 

l_{5-[(2,4HiicMoropheny 
c]pyridin-4-amine; 

l-{5-[(2,4^cUorophenyl)sulfonyl]pentyl}-2-methoxy^ 
c]pyridin-4-amine; 
30 l-{54(2,4-dicttorophenyty 

imidazo[4,5-c]pyridin-4-amine; 
l-{5-[(2,4-dicMorophe^ 
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1 - {5-[(2,4^cUorophenyl)sulJ5nyl]peiityl}-2 J-dime1hyl-lif-iiiudazo[4,5^]pyridin^ 
amine; 

1- {54(2,4^cMorophenyl)sulfiny 
amine; 

5 !-{5-[(2 5 4-cUcMorophenyty 
4-amine; 

2- butyl-l-{5-[(2,4^cMorophenyl) 
amine; 

!-{5-[(2,4-cttcMoropheny 
10 c]pyridin-4-amine; 

l-{5-[(2,4^cMorophenyl)sulfin^^ 

c]pyridin-4-amine; 

l-{5-[(2/Wichlorophenyl)s^^ 

imidazo[4,5-c]pyridin-4-araine; 
15 l-{5-[(2,44ifluorophenyl)^ 

l-{5-[(2/Wifluorophen^ 

2^yM-{5-[(2,4^fluorophenyl)tMo]p 

amine; 

1- {5-[(2,4H3ifluorophenyl)to^ 
20 amine; 

2- butyl-l - {5-[(2,4niifluorophenyl)tta^ 
amine; 

2-ethoxymethyM-{5-[(2,4-d^^ 
o]pyridin-4-amine; 
25 l-{5-[(2,4-dffluoroph^ 
c]pyridin-4-amine; 

2-cyclopropylmethyl- 1 - {5-[(2,4-difluorophenyl)thio]pentyi} -7-methyl-lif-imidazo[4,5- 
c]pyridin4-amine; 

1- {5-[(2,4-difluorophenyl)sulfonyl]pentyl} -7-methyl-liy-iirudazo[4,5^]pyridin^amine; 
30 1- {5-[(2,4-difluorophenyl)sulfonyl]pentyl} -2,7-dimethyl- lJ^imidazo[4,5-c]pyridin-4- 
amine; 
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2-ethyl-l-{5-[(2,4-dilluo^ 
amine; 

l-{5-[(2,4-difluorophenyl)sulfo^^ 
4-amine; 

5 2-butyl-l-{5-[(2A<ffl^ 
amine; 

2^thoxymethyl-l-{5-[(2,4^ 
c]pyridin-4-amine; 
l-{5^(2,4-difluoropheay0 
10 c]pyridin-4-amine; 

2^yclopropylmethyM-{5-[&^ 
imidazo[4 3 5-c]pyridin^amine; 
1- {5-[(2,4-<Muorophe^ 

1- {5-[(2^dmuoropheny0 
15 amine; 

2- ethyM-{5-[(2 > 4^fluo^ 
amine; 

1- {5-[(2,4-(Muorophenyl)sulfinyl]pentyl}-7-methyl~2-pro^ 
4-amine; 

20 2-butyM-{5-[(2/Miflu^ 
amine; 

2- ethoxymethyl-l-{5-[(2,4-d^^ 
cjpyridin-4-amine; 
l-{5-[(2,4-difluorophOT^ 

25 c]pyridin-4-amine; 

2^yclopropylmethyl-l-{5-[(2,4^ 
imidazo[4,5^]pyridin-4-amine; 
6-methyl-2-propyl-l-[2-(3-pyr^ 
amine; 

30 J^{2-[2^4-amino-7-nitro-2-propyl4iy-im 
yl)ethoxy]ethyl}methanesulfoiiamide; 
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AH2-[2-(4-amino-7-nitro-2-propyM 
chlorobenzamide; 
N-{2-[2<4-amino-7^^ 
cyclohexylurea; 
5 N-{2-[2^4-amino-7-hex-l-y^^ 
chlorobenzamide; 
N-{2-[2^4-ammo-7-hex^^ 
JV-cyclohexylurea; 
JV42-[2~(4-amino-7-hexyW^ 
10 chlorobenzamide; 

7/-{2-[2-(4-amino-7-hexyl-2-propyl^H-i^ 
cyclohexylurea; 

JV , -{2-[2-(4,7-(Kamino-2-propyl-li^ 
yl)ethoxy]ethyl}methanesulfonan3ide; 
15 #-{2-[2<4/7^anm^ 
chlorobenzamide; 
JH2-[2-(4/7^amino^ 
cyclohexylurea; 

N- {2-[2-(4-ammo-7-methylamm 
20 yl)ethoxy]ethyl}methanesxilfonamide; 

JV*-{2-[2^4-amino-7-methyla^^ 

4-chlorobenzamide; 

#-{2-[2-(4-amino-7-methyla^ 

JV-cyclohexylurea; 
25 N-{2-[2-(4-amino-7-ethylamin^^ 

yl)ethoxy]ethyl}me1hanesulfonamide; 

JV42-[2-(4-ammo-7-ethylan^ 

chlorobenzamide; 

N-{2-[2-(4-amino-7-e%lam^^ 
30 JV-cyclohexylurea; 

7/-{2-[2-(4-amino-7-KiimethylamiBO-2^^ 

yl)ethoxy]ethyl}methanesulfonamide; 
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JV42-[2-(4-aminc^ 
yl)^oxy]ethyl}^chIorobenzamide; 
JV-{2-[2-(4-amino-7-dim^ 
yl)ellioxy]efhyl}-iV T -cyclohexylurea; 
5 A^{2-[2-(4-amino-7^ethylamino~2-propyl- 
yl)e1iioxy3ethyl}methanesulfoiiami(ie; 
AT- {2-[2-(4-amino-7^ethylamino-2-propyl^ 
4-chloroboazamide; 

A^{2-[2-(4-amino-7^ethylaniino-2-propyl-l^ 
10 iV-cyclohexylurea; 

6,7-dmethyl-2^ 

imidazo[4 9 5^]pyridin^amine; 

4-{[3^4-amino-6J-Kiimethyl-2-propyl-l/f- 

butylbenzamide; 
15 4-{[3^4-ammo-6J-Klime^ 

butyl-7V-methylbenzamide; 

^-{2-[2-(4-amino-2^thyl-6jKiimetby^ 

benzoylurea; 

1- [2-(2-aminoetlioxy)ethyl]^^M^^ 
20 amine; 

iV^{2-[2-(4-ammo-6^Moro^ 
yi)ethoxy]ethyl}benzamide; 
#-{2-[2-(4-amino-2-et^^ 
benzenesulfonyhirea; 
25 l-{2-[2<4-amino-2-ethyl-6J^ 
yl)ethoxy]ethyl}pynolidin-2-one; 

2- ethoxymethyl^,7HiimethyM^ 
c]pyridin«4-amine; 
2-ethoxymethyI-6,7Hiime^ 

30 amine; 

2-ethoxymethyl^5J-dimefc^^ 
c]pyridin-4-amine; 
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2-ethoxymethyl-6,7-dhnethyl-l - {2-[(4-phenylbutyl)sulfony 
c]pyridin-4-amine; 

2^oxymethyl-6J-dimethyl-l-[2-(4-phen^ 
c]pyridin-4-amine; and 
5 2^thoxymethyl-6,7-dimethyM-[2^ 
amine; 

or pharmaceutically acceptable salts thereof. 

Pharmaceutical Compositions and Biological Activity 
10 Pharmaceutical compositions of the invention contain a therapeutically effective 

amount of a compound of the invention as described above in combination with a 

pharmaceutically acceptable carrier. 

The term "a therapeutically effective amount" means an amount of the compound 

sufficient to induce a therapeutic effect, such as cytokine induction, antitumor activity, 
15 and/or antiviral activity. Although die exact amount of active compound used in a 

pharmaceutical composition of the invention will vary according to factors known to those 

of skill in the art, such as the physical and chemical nature of die compound, the nature of 

the carrier, and the intended dosing regimen, it is anticipated that the compositions of the 

invention will contain sufficient active ingredient to provide a dose of about 100 ng/kg to 
20 about 50 mg/kg, preferably about 10 jig/kg to about 5 mg/kg, of the compound to the 

subject Any of the conventional dosage forms may be used, such as tablets, lozenges, 

parenteral formulations, syrups, creams, ointments, aerosol formulations, transdermal 

patches, transmucosal patches and the like. 

The compounds of the invention can be administered as the single therapeutic 
25 agent in the treatment regimen, or the compounds of the invention may be administered in 

combination with one another or with other active agents, including additional immune 

response modifiers, antivirals, antibiotics, etc. 

The compounds of the invention have been shown to induce the production of 

certain cytokines in experiments performed according to the tests set forth below. These 
30 results indicate that the compounds are useful as immune response modifiers that can 

modulate the immune response in a number of different ways, rendering them useful in the 

treatment of a variety of disorders. 
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Cytokines whose production may be induced by the administration of compounds 
according to the invention generally include interferon-oc (EFN-ot) and/or tumor necrosis 
factor-cc (TNF-a) as well as certain interleukins (IL), including EL-1, IL-6, IL-10 and IL- 
12, and a variety of other cytokines. Among other effects, these and other cytokines can 
5 inhibit virus production and tumor cell growth, making the compounds useful in the 
treatment of viral diseases and tumors. Accordingly, the invention provides a method of 
inducing cytokine biosynthesis in an animal comprising administering an effective amount 
of a compound or composition of the invention to the animal. 

Certain compounds of the invention have been found to preferentially induce the 
10 expression oflFN-a in a population of hematopoietic cells such as PBMCs (peripheral 
blood mononuclear cells) containing pDC2 cells (precursor dendritic cell-type 2) without 
concomitant production of significant levels of inflammatory cytokines. 

In addition to the ability to induce the production of cytokines, the compounds of 
the invention affect other aspects of the innate immune response. For example, natural 
15 killer cell activity may be stimulated, an effect that may be due to cytokine induction. The 
compounds may also activate macrophages, which in turn stimulates secretion of nitric 
oxide and the production of additional cytokines. 

Compounds of the invention also have an effect on the acquired immune response. 
For example, the compounds may cause proliferation and differentiation of B 
20 lymphocytes. In addition, the compounds induce responses from T lymphocytes, as 
discussed below. 

Although there is not believed to be any direct effect on T cells or direct induction 
of T cell cytokines, the production of the T helper type 1 (Thl) cytokine IFN-y is induced 
indirectly and the production of the T helper type 2 (Th2) cytokines IL-4, IL-5 and IL-13 

25 are inhibited upon administration of the compounds. This activity means tnat tne 

compounds are useful in the treatment of diseases where upregulation of the Thl response 
and/or downregulation of the Th2 response is desired. In view of the ability of compounds 
of the invention to inhibit the Th2 immune response, the compounds are expected to be 
useful in the treatment of atopic diseases, e.g., atopic dermatitis, asthma, allergy, allergic 

30 rhinitis; systemic lupus erythematosis; as a vaccine adjuvant for cell mediated immunity, 
and possibly as a treatment for recurrent fungal diseases and chlamydia. 
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The immune response modifying effects of the compounds make them useM li 
the treatment of a wide variety of conditions. Because of their ability to induce the 
production of cytokines such as EFN-cc and/or TNF-a, the compounds are particularly 
useful in the treatment of viral diseases and tumors. This immunomodulating activity 

5 suggests that compounds of the invention are useful in treating diseases such as, but not 
limited to, viral diseases including genital warts; common warts; plantar warts; Hqpaiftis 
B; Hepatitis C; Herpes Simplex Virus Type I and Type II; molluscum contagiosum; 
varriola major, HIV; CMV ; VZV; thinovirus; adenovirus; influenza; and para-influea^i; 
intraepithelial neoplasias such as cervical intraepithelial neoplasia; human papiUomavm^ 

10 (HPV) and associated neoplasias; fungal diseases, e.g. Candida, aspergillus, and 
cryptococcal meningitis; neoplastic diseases, e.g., basal cell carcinoma, hairy cell 
leukemia, Kaposi's sarcoma, renal cell carcinoma, squamous cell carcinoma, myelogenous 
leukemia, multiple myeloma, melanoma, non-Hodgkin's lymphoma, cutaneous T ccU 
lymphoma, and other cancers; parasitic diseases, e.g. Pneumocystis carnii, 

15 cryptosporidiosis, histoplasmosis, toxoplasmosis, trypanosome infection, and 

leishmaniasis; and bacterial infections, e.g., tuberculosis, and mycobacterium aviuu 
Additional diseases or conditions that can be treated using the compounds of the hi v ; ;> 
include actinic keratosis; eczema; eosinophilia; essential thrcraibocythaemia; lepmy: 
multiple sclerosis; Ommen's syndrome; discoid lupus; Bowen's disease; BowenclO 

20 papulosis; alopecia areata; the inhibition of Keloid formation after surgery and ofe yi 
of post-surgical scars. In addition, these compounds could enhance or stimulate the 
healing of wounds, including chronic wounds. The compounds may be useful for ire; 
the opportunistic infections and tumors that occur after suppression of cell mediated 
immunity in, for example, transplant patients, cancer patients and HIV patients. 

25 An amount of a compound effective to induce cytokine biosynthesis is an axuow: 

sufficient to cause one or more cell types, such as monocytes, macrophages, dendritic cell* 
and 

B cells to produce an amount of one or more cytokines such as, for example, IFN-ce, '.] W 
a, IL-1, IL-6, IL-10 and EL-12 that is increased over the background level of such 
30 cytokines. The precise amount will vary according to factors known in the art but is 
expected to be a dose of about 100 ng/kg to about 50 mg/kg, preferably about 10 j^g !; . 
about 5 mg/kg. The invention also provides a method of treating a viral infection o 
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animal and a method of treating a neoplastic disease in an animal comprising 



administering an effective amount of a compound or composition of the invention to the 
animal. An amount effective to treat or inhibit a viral infection is an amount that will 
cause a reduction in one or more of the manifestations of viral infection, such as viral 

5 lesions, viral load, rate of virus production, and mortality as compared to untreated control 
animals. The precise amount will vary according to factors known in the art but is 
expected to be a dose of about 100 ng/kg to about 50 mg/kg, preferably about 10 yg/kg to 
about S mg/kg. An amount of a compound effective to treat a neoplastic condition is an 
amount that will cause a reduction in tumor size or in the number of tumor foci. Again, 

10 the precise amount will vary according to factors known in the art but is expected to be a 
dose of about 100 ng/kg to about 50 mg/kg, preferably about 10 jig/kg to about 5 mg/kg. 

The invention is further described by the following examples, which are provided 
for illustration only and are not intended to be limiting in any way. 

15 . Example 1 



Part A 

20 2,4^chlorch5,6-dimethyl-3-mtxopyridine 

Phosphorous oxychloride (105 ml) and 2,4-dihydroxy-5,6-dimethyl-3-mtxopyridine 
(10.53 g) were combined and heated to reflux for 2 hours. The reaction mixture was 
cooled and the phosphorous oxychloride was removed under reduced pressure. The 
resulting black solid was dissolved in ethyl acetate (300 ml) and washed with a saturated 

25 aqueous solution of sodium bicarbonate. The basic aqueous layer was washed 2 times 
with ethyl acetate. The combined organic layers were dried with magnesium sulfate and 
concentrated under reduced pressure. The resulting brown solid was run through a column 



6,7-Dimethyl-l-(2-phenoxyeth^^ 
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using 60/40 ethyl acetate/hexane as Ihe eluant The product was found to be pure by i 'N ! 

analysis. 

PartB 

2^Moro-5,6^1unethyl-3-nitix>-N^ . 

5 2,4-Dichloro-5,6-dimethyl-3-nita)pyridine (1 .00 g), anhydrous N,N- 

dimethylformamide (5 ml), triethylamine (0.63 ml), and 2-phenoxyethylamine (0.59 uh) 
were combined and the resulting mixture was heated to 55 °C for 24 hours. Thin layer 
chromatography (TLC) monitoring of the reaction indicated that it was complete. Ite 
solvent was removed under reduced pressure and the remaining oil was dissolved in 

10 dichloromethane (DCM) and washed once with water. Following 2 additional extradion* 
with DCM, the organic layers were combined, dried with magnesium sulfate, and the 
solvent was removed under reduced pressure. The product was passed through a cotmm i 
using 20/80 ethyl acetate/hexane as the eluant NMR analysis of the resulting yello 
indicated suflBcient purity for use in the next step. 

15 PartC 

2,3-dime1hyl-5-rutro-6-phenoxy-N-(2-phenoxyethyl)pyri 

2-Methoxyethyl ether (diglyme) (3 ml) and sodium hydride (60% in oil) (0.56 
.were combined and cooled to 0 °C. Phenol (1.24 g) was added slowly in portions to 
for controlled release of hydrogen gas. A solution of 2^Moro-5,6-<limethyl-3-nit3ro • i 

20 phenoxyethyl)pyridin-4-amine (4.00 g) and diglyme (37 ml) was then added and the 
reaction mixture was heated to 150 °C for 16 hours. At tins time, the reaction stalled 
85% completion. The reaction mixture was allowed to cool and the solvent was raoi;-; v t.v. 
under reduced pressure. The oil was dissolved in ethyl acetate, washed with water, drie** 
with magnesium sulfate, and concentrated under reduced pressure. The product was i 

25 through a column using 20/80 ethyl acetate/hexane as the eluant HPLC analysis of the 
resulting orange solid indicated sufficient purity for use in the next step. 
PartD 

5,6-dimethyl-2-p^ 

Anhydrous toluene (100 ml), 5% platinum on carbon (Pt/C) (1.5 g), and 2,3- 
30 dimethyl-5-mtro^-phen^ (2.97 g) from Part 0 

were placed in a Parr hydrogenation flask at a hydrogen pressure of 345 kPa for 4 hows 
with shaking. Additional 5% Pt/C (1 .5 g) was added and the reaction was allowed to 
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continue for 3 hours. The reaction mixture was filtered through a fluted filter paper and 
then through a folded No. 2 Whatman filter. The solvent was removed from the filtrate 
under reduced pressure and the resulting oil was used in the next step. 
PartE 

5 6/7-^etoyl^phenoxy-H2-ph^ 

S^-DimemyW-phenoxy-N^-phenox^ ( 2 - 41 S)» 

triethyl orthoacetate (1.60 ml), toluene (20 ml), and a catalytic amount of pyridine HC1 
were combined and heated to reflux for 2 hours. HPLC and MS analysis indicated that the 
reaction was complete. The reaction mixture was allowed to cool and the resulting solid 

10 was filtered and dried. NMR analysis of the dried solid indicated a pure product 
PartF 

6,7Kfimemyl-H2-phenoxyemylH^ 

A sealed tube containing ammonium acetate (12.7 g) and 6,7-dimethyl-4-phenoxy- 
H2-phenoxyethyl)-lH-innto[4,5^]pyridine (1.27 g) from Part E was heated to 150 °C 
15 for 36 hours. HPLC and TLC analysis indicated that the reaction was complete. The 
reaction was allowed to cool to room temperature. The resulting reaction mixture was 
then dissolved in dichloromethane (DCM) and washed with 20% aqueous sodium 
hydroxide. The basic layer was washed with DCM and the combined organic layers were 
dried with magnesium sulfite and concentrated under reduced pressure. The resulting oil 

20 was passed through a silica gel column using 95/5 dichloromethanemiethanol as the 
eluant The product was re crystallized from isopropyl alcohol, and the resulting white 
solid was dried under vacuum to provide 6,7Hiimeuiyl-l-(2-phenoxyethyl)-lJy- 
innto[4,5^]pyridm^amine, m.p. 197.0 - 199.0 °C. 
Analysis: Calculated for Ci6Hi 8 N 4 0: %C, 68.06; %H, 6.43; %N, 19.84 

25 Found: %C, 67.85; %H, 6.33; %N, 19.74. 
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Example 2 

2,6/7-Trimethyl-l-(2-phen^ 

b 

5 Part A 

2^Moro-5,6-dimefoyl-^ 

Toluene (150 ml), 5% platinum on carbon (5.0 g), and 2-chloro-5,6-dimethyl-3- 

nitro-N-(2-phenoxyethyl)pyridin^ainine (3.32 g) from Part B of Example 1 were placed 

in a Parr hydrogenation flask at a hydrogen pressure of 345 kPa for 4 hours with shaking. 
10 HPLC analysis indicated that the reaction was complete. The reaction mixture was 

filtered through a fluted filter paper and then through a folded No. 2 Whatman filter. The 

solvent was removed from the filtrate under reduced pressure and the resulting brown oil 

was used in the next step. 

PartB 

15 4^Moro-2,6,7-trimethyM^ 

2<Moro-5,6-dimetliyl^ (2.41 g), triethyi 

orthoacetate (1.60 ml), toluene (20 ml), and a catalytic amount of pyridine HC1 were 
combined and heated to reflux for 2 hours. Methanol (15 ml) was then added and the 
reaction mixture was allowed to cool. The resulting white needles were filtered and dried, 

20 NMR analysis of the dried solid indicated a pure product. 
PartC 

2,6,7-trimethyM-phenoxy-l^ 

A solution of sodium phenoxide was prepared by adding phenol (0,60 g) in 
portions over a period of 1 hour to a chilled solution of 2-methoxyethyl ether (diglyme) 
25 (40 ml) and sodium hydride (60% in oil) (0.27 g). After 1 hour, 4-chloro-2,6,7-trimethyl- 
1^2-phenoxyethyl)-lff-imidazo[4,5-c]pyridine (1,91 g) from Part B was added to the 
sodium phenoxide solution and the resulting dark brown mixture was heated to reflux for 
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7 days. At this time, the reaction was 80% complete. Remaining sodium hydride was 
quenched by the addition of methanol (5 ml), and the solvents were then removed under 
reduced pressure. The oil was dissolved in ethyl acetate, washed with water and brine, 
dried with magnesium sulfite, and concentrated under reduced pressure. The resulting 
5 brown solid was run through a silica gel column using 80/20 ethyl acetate/hexane as the 
eluant. NMR analysis of the dried solid indicated sufficient purity for carrying the product 
on to the next step. 
PartD 

2,6,7-trimethyl-l-(2-phenoxye^ 

10 A sealed tube containing anhydrous ammonium acetate (1 1 .4 g) and 2,6,7- 

trimethyl^phenoxy-l-(2-phen^ (1.14 g) from Part C 

was heated to 150 °C for 40 hours. The reaction was allowed to cool to room temperature. 
The resulting reaction mixture was then dissolved in ethyl acetate and washed with a 
saturated aqueous solution of sodium bicarbonate. The basic layer was washed twice with 

15 ethyl acetate. The organic layers were combined, dried with magnesium sulfate, and the 
solvents were removed under reduced pressure. The resulting orange solid was passed 
through a silica gel column using 94/6 dichloromethane/methanol as the eluant Because 
NMR analysis indicated that the white solid contained ammonium acetate, die product was 
dissolved in chloroform and washed with 25% aqueous sodium hydroxide. The resulting 

20 basic aqueous layer was extracted twice with chloroforaL The organic layers were 
combined, washed with water, dried with magnesium sulfite, and concentrated under 
reduced pressure. The resulting white solid was dried under vacuum at 60 °C for 24 hours 
to provide 2,6,7-trime1hyl-l-(2-phenoxyeft^ m.p. 
176.0-177.0 °C. 

25 Analysis: Calculated for C17H20N4O: %C, 68.90; %H, 6.80; %N, 18.90 
Found: %C, 68.71; %H, 6.95; %N, 18.89. 
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Example 3 

2-Birtyl-6/7-dimethyM 

NH 2 




5 Part A 

N- {2^:Uoro-5 ,6-dimethyl^[(2-pheno3cyethy 

Triethylamine (1.39 ml), anhydrous acetonitrile (100 ml), and 2-chloro-5,6- 
dimethyl-N^-phenoxyethylft^ (2.92 g) from Part A of Example 2 

were combined and cooled to 0 °C in an ice bath. Valeryl chloride (0.59 ml) was slowly 

10 added to the reaction mixture. After 2 hours, the reaction mixture was heated to 55 °C for 
24 hours, at which point HPLC analysis indicated the reaction was complete. The reaction 
mixture was cooled and the solvent was removed under reduced pressure. The resulting 
oil was dissolved in dichloromethane and washed with water. The organic layer was dried 
with magnesium sulfate and the solvent was removed under reduced pressure. The 

15 product was then passed through a silica gel column using 50/50 ethyl acetate/hexane as 
the eluant The resulting light brown solid was used in the next step. 
PartB 

2-butyl-4^Uoro-6,7-dimethyl-l-(2-phenoxyethy 

Triethylamine (1.93 ml), anhydrous ethanol (35 ml), and N-{2-chloro-5,6- 

20 dime%l^[(2-phenoxyethyl)ammo^ (1 .32 g) from Part A were 

combined and heated to reflux for 24 hours. The reaction stalled, so the mixture was 
cooled and the solvent was removed under reduced pressure. Pyridine (75 ml) and an 
equivalent of pyridine HC1 was added and the reaction mixture was heated to reflux for 1 6 
hours. TLC analysis indicated that the reaction was complete. The reaction was allowed 

25 to cool and the solvent was removed under reduced pressure. The resulting product was 
dissolved in ethyl acetate and washed 4 times with water (150 ml each) to remove the 
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pyridine HC1. The organic layer was dried with magnesium sulfate and the solvent was 
removed under reduced pressure. NMR analysis of the dried brown solid indicated 
sufficient purity for use of the product in the next step, 
PartC 

5 2-butyl-6J-dimethyl^phenoxy^ 

2-Methoxyethyl ether (diglyme) (1.50 ml) and sodium hydride (60% in oil) (0.12 
g) were combined and cooled to 0 °C. Phenol (0.27 g) was added slowly in portions over 
1 hour to allow for controlled release of hydrogen gas. 2-Butyl-4-chloro-6,7-dimefhyM- 
(2-phenoxyethyl)-lJy-imidazo[4,5-c]pyridine (0.96 g) from Part B was then added and the 

1 0 reaction mixture became dark brown. The reaction mixture was heated to reflux for 5 
days, at which time HPLC analysis indicated the reaction was complete. The reaction 
mixture was cooled and washed with water. The mixture was filtered and the resulting 
solid was dried under vacuum at 60 °C overnight NMR analysis of the product indicated 
sufficient purity for use of the product in the next step. 

15 PartD 

2-bu1yl^,7-dmethyl-l-(2^ 

A sealed tube containing ammonium acetate (7.5 g) and 2~butyl-6,7-dimethyl-4- 
phenoxy-l<2-phenoxyethyl>lH-imidazo[4,5-c]pyridine (0.75 g) from Part C was heated 
in an oil bath to 1 50 °C for 48 hours. The reaction reached 70% completion and was 

20 allowed to cool to room temperature. The reaction mixture was thai dissolved in ethyl 
acetate and washed with a saturated aqueous solution of sodium bicarbonate. The organic 
layer was dried with magnesium sulfate and concentrated under reduced pressure. The 
product was passed through a silica gel column using 10/90 methanol/ethyl acetate as the 
eluant To remove impurities, the product was recrystallized twice from acetonitrile with 

25 charcoal. The resulting white crystals were crushed and dried to yield 2-butyl-6,7- 

dme%l-l-(2-phenoxyethy^ m.p. 130.0 - 132.0 °C. 

Analysis: Calculated for C20H26N4O: %C, 70.98; %H, 7.74; %N, 16.55 
Found: %C, 70.80; %H> 7.43; %N, 16.56. 
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Example 4 

l-[2-(Ben2yloxy)ethyl]^ 

amine 




5 

Part A 

tert-butyl 2-(benzyloxy)ethylcarbamate 

To a mechanically stiired mixture of tert-butyl 2-(hydroxy)ethylcarbamate (32.2 g, 
200.4 mmol) and sodium hydroxide (300 mL of 50%) was added 

10 benzyltrimethylammonium chloride (3.79 g, 20.4 mmol) and benzyl bromide (23.8 mL, 
200.4 mmol). After stirring at room temperature for 12 hours TLC monitoring, using 1/1 
hexane/ethyl acetate and ninhydrin stain, indicated complete reaction. The resulting clear 
solution was diluted with ice water (1 L), and the organic layer was separated. The 
aqueous layer was washed with chloroform (4 x). The organic layers were combined and 

IS washed with water (2 x) and brine (2 x), dried with sodium sulfate, and concentrated under 
reduced pressure to provide 45.4 g of clear liquid. NMR analysis confirmed the product, 
which was used in the next step. 
PartB 

2-(benzyloxy)ethylamine HC1 

20 The product from Part A (45.4 g, 180.6 mmol), 2.2 M hydrochloric acid in ethanol 

(200 mL), and 10% aqueous hydrochloric acid (20 mL) were combined and stirred for 62 
hours. The reaction was determined to be complete by TLC and HPLC analysis. The 
volatiles were removed under reduced pressure, and the resulting solids were recrytallized 
from ethyl acetate. The resulting white fluffy crystals were filtered oft rinsed with diethyl 

25 ether, and dried for 1 hour to provide 27.4 g of white solids. NMR analysis confirmed the 
hydrochloride salt of 2-(benzyloxy)ethylamine, which was used in the next step. 
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PartC 

N-[2-(Benzyloxy)ethyi]-2-cMoro-5,6-dime%l-3-nitropyridm 

2ADichloro-6,7-dimethyl-3-nitropyridine (26.89 g, 121.7 mmol), anhydrous N^ST- 
dimethylformamide (400 mL), anhydrous teiethylamine (48.84 mL), and 1he 
5 benzyloxyethylamine hydrochloride salt (27.4 g, 146.0 mmol) from Part B were combined 
under nitrogen and heated to 90 °C for 20 minutes, 60 °C for 1 hour, and then 90 °C for 1 
hour. The reaction was complete as determined by TLC analysis using 8/2 hexane/ethyl 
acetate. The reaction mixture was concentrated under reduced pressure, and the resulting 
orange solids were triturated with water. The resulting solids were filtered off and 
10 recrystaffized from ethyl acetate. Recrystaffized solids were rinsed with hexane and dried 
under vacuum at 50 °C for 30 minutes to provide 21.8 g of yellow fluffy solid for use in 
the next step. NMR analysis confirmed the N-[2-(benzyloxy)ethyl]-2-chloro-5,6- 
dimemyl-3-mtropyridin-4-amine and a minor amount of residual salts. 
PartD 

15 N-[2<Benzyloxy)e1hyl]-5,6^ethyl-3-nitro-2-phenoxypyridm 

To a stirred solution of sodium hydride (4.75 g, 1 18.8 mmol, 60% in mineral oil) in 
diglyme (50 mL) under a nitrogen purge was added phenol (1 1.56 g, 122.8 mmol) 
dissolved in diglyme (50 mL) by cannula over a 10 minute period. The flask from which 
the phenol solution was transferred was washed with diglyme (2 x 20 mL), and the 
20 washings were added to the reaction mixture. Because the reaction was exothermic, an ice 
bath was used to cool the reaction mixture. After 15 minutes, addition of a solution ofN- 
[2<benzyloxy)ethyl]-2^Moro-5,6^ (26.6 g, 792 mmol) in 

diglyme (100 mL) to the clear solution of sodium phenoxide was begun. The flask from 
which the pyridine-4-amine starting material was transferred was rinsed with diglyme (3 x 
25 20 mL), and the rinsings were transferred to the sodium phenoxide solution as well. The 
transfer was complete after 15 minutes, and the resulting orange solution was heated to 
about 1 50 °C for 4.5 hours when Ihe reaction was determined to be essentially complete by 
HPLC. The resulting reaction solution was concentrated under reduced pressure, and the 
resulting dark oil was dissolved in ethyl acetate. The ethyl acetate solution was wased 
30 with ammonium chloride (1 x), 1 N potassium hydroxide (3 x), and brine (2 x). The 

potassium hydroxide fractions were combined and extracted with dichloromethane (4 x). 
The organic fractions were combined, dried with magnesium sulfate, and concentrated 
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under reduced pressure. The resulting dark oil was passed tiirou^acolimmccmt«mi aK 
400 g silica using 8/2 hexane/ethyl acetate. The resulting isolated product was an arauQe 
oil, which was triturated with hexane/diethyl ether. The resulting yellow solids were 
dried in a vacuum oven at 60 °C to provide 21 g of product NMR and LC/MS analyses 
5 confirmed the N-[2-(benzyloxy)ethyl]-2,3-dime&^ 
with good purity. 
PartE 

N 4 -[2-(Benzyloxy)eth)d]-5,6Kiimethyl-2-phenoxypyridm 

N-[2-(Benzyloxy)ethyl]-5,6Klime^ (12 g, 

10 30.499 mmol) ftom Part D was combined with 5% platinum on carbon (2.2 g) in a Parr 
flask under a nitrogen purge. Toluene was slowly added to the resulting reaction nrixtutf, 
which was then pressurized with hydrogen at 3 10 kPa. After 2 hours the reaction was 
complete. The resulting reaction mixture was filtered through Celite™ filter agent, & ■, 
the filtrate was concentrated under reduced pressure to provide 10.6 g of brown ;. X;. 

15 analysis confirmed the ^-^-(benzyioxy^ , 
diamine at a purity of 99+%. 
PartF 

2-(EthoxymethylH-[2<benzylo^^ 
cjpyridine 

20 N 4 -[2<Benzyloxy)ethyl]-5,6-^ (5.3 g y 14.,;.'"': 

mmol) from Part E, pyridine (50 mL), and pyridine hydrochloride (0.034 g, 0.29 1 6 mrt^) 
were combined with stirring under nitrogen and cooled with an ice bath to aboin 7 XI, 
Ethoxyacetyl chloride (1.876 g, 15.311 mmol) was added dropwise over 1 minufe, ana b 
resulting reaction mixture was stirred for 30 minutes. The ice bath was removed. IjC/MS 

25 analysis of the resulting reaction solution confirmed the molecular weigjht of the expect s 
amide, and TLC (with 1/1 hexane/ethyl acetate) and HPLC analysis indicated no gtm'tim 
material or other by-products present 

The resulting reaction solution was heated to reflux (~ 90 °C) for about 10 hmm 
HPLC analysis of the resulting reaction solution indicated about 4% of the amide 

30 remaining along with the desired product The reaction solution was cooled to rootc 
temperature and concentrated under reduced pressure. The resulting oil was trituiate:. 
with hexane/diethyl ether, and the resulting solid was filtered off and dried to ptovkk; 
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g of pure product. A second crop from the hexane/diethyl ether was recovered to provide 

an additional 03157 g of desired product 

PartG 

l-[2-(Benzyloxy)ethyl]-2<ethox 
amine 

2-(Ethoxymeihyl>l-[2-(benzyto^^ 
imidazo[4,5-c]pyridine (4.33 g, 10.03 mmOl) was placed in a glass reaction flask, and then 
ammonium acetate (45 g) was added. The flask was sealed with a teflon screw cap and 
heated to 156 °C for 44 hours. The reaction was determined to be complete by HPLC 
analysis, and the desired product's molecular weight was confirmed by LC/MS. The 
resulting solution was basified with 1 N potassium hydroxide to a pH of about 14. The 
basic solution was extracted with dichloromethane (5 x), and the organic layers were 
combined, washed with water (3 x) and brine (3 x), dried with magnesium sulfate, filtered, 
and concentrated under reduced pressure. The resulting oil was triturated with diethyl 
ether. After the resulting solids were filtered off and dried, they were recrystallized from 
ethyl acetate/diethyl ether and again dried. NMR analysis or the recrystallized solids 
indicated impurities. The recrystallized solids were dissolved in ethanol. Hydrochloric 
acid (10 mL, 1 N) was added to the ethanol solution, and the resulting salt was filtered off 
and dissolved in water. The resulting aqueous solution was basified with 1 N potassium 
hydroxide to a pH of about 14 and extracted with dichloromethane (4 x). The organic 
layers were combined, washed with water (2 x) and brine (3 x), dried with magnesium 
sulfate, filtered, and concentrated under reduced pressure to a white solid. The white solid 
was dried to provide 1.4285 g of l-[2-(benzyloxy)e1hyl]-2-(ethoxym 
lf^inddaz»[4,5^]pyridin^ainine, m.p. 107.3-108.2 °C. 

Analysis: Calculated for C20H26N4O2: %C, 67.77; %H, 7.39; %N, 15.81; Found: %C, 
67.88; %H, 7.44; %N, 15.79. 

*H NMR (300 MHz, DMSO-du) 8 7.22-7.31 (m, 3H), 7.14 (dd, J = 9.4, 1.9 Hz, 2H), 5.81 
(s, 2H), 4.67 (s, 2H), 4.57 (t, J - 5.6 Hz, 2H), 4.42 (s, 2H), 3,76 (t, J = 5.6 Hz, 2H), 3.47 
(q, J = 7.2 Hz, 2H), 2.34 (s, 3H), 2.30 (s, 3H), 1.12 (t, J - 7.2 Hz, 3H) 
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Example 5 

1 ~[2-(B enzyloxy)ethyl]-2,6 J-trimethyl- lff-imiriazo [4,5^]pyridin-4-anune 




5 Part A 

l-[2^enzyloxy)ethyl]-2,6,7-1^ 

^-P-CBen^loxyJethyy-S^-dimethyl^-ph (5.3 g, 14.582 

inmol) from Part E of Example 4, anhydrous toluene (50 mL), pyridine hydrochloride 
(0.034 g, 0.2916 mmol), and triethyl orfhoacetate (4.00 mL, 21.873 mmol) were combined 

10 with stirring under nitrogen. After the resulting solution was heated to 90 °C (gentle 
reflux) for 1 hour, the reaction was complete. The reaction solution was concentrated 
under reduced pressure, and the resulting oil was dissolved in ethyl acetate. The ethyl 
acetate solution was washed with water (3 x) and brine (2 x), dried with magnesium 
sulfate, filtered, and concentrated under reduced pressure. The resulting solid was 

15 triturated with diethyl ether, filtered off, and dried to provide 5.113 g of pure white 
product, which was used in the next step . 
PartB 

l-[2^enzyloxy)ethyl]-2,6,7-trm 

l-[2-(Benzyloxy)ethyl]-2,6,7-t^ 

20 (5.113 g, 13.195 mmol) from Part A and ammonium acetate (51 g) were combined in a 
dried glass pressure flask under nitrogen. The flask was sealed and heated to 1 50 °C for 
46 hours. The reaction was complete, and the resulting solution was cooled and basified 
to a pH of about 12 with 1 N potassium hydroxide. The basic solution was extracted with 
dichloromethane (3 x), and the organic layers were combined, washed with water (3 x) 

25 and brine (3 x), dried with magnesium sulfate, filtered, and concentrated under reduced 
pressure. The resulting oil was triturated with diethyl ether, and the resulting solids were 
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filtered off. NMR analysis of the solids indicated residual phenol. The solids were 
dissolved in ethyl acetate. The ethyl acetate solution was washed with 1 N potassium 
hydroxide (4 x), water (3 x) and brine (3 x), dried with magnesium sulfate, filtered, and 
concentrated under reduced pressure. The resulting oil was diluted with diethyl ether, and 
5 after several hours the resulting crystals were filtered off and rinsed with dielhyl ether. 
The resulting solids, which by NMR analysis were free of the phenol, were dried at 60 °C 
for 17 hours under high vacuum to provide 2.25 15 gof l-[2-(benzyloxy)ethyl]-2,6,7- 
trimethyl4H-inudazo[4,5^]pyridin^amine, m.p. 136.8-137.5 °C. 
Analysis: Calculated for C18H22N4O:. %C, 69.65; %H, 7.14; %N, 18.05; Found: %C, 
10 69.71; %H, 7.06; %N, 18.03. 

l H NMR (300 MHz, DMSO-de) 8 7.24-7.31 (m, 3H), 7.15 (dd, J = 9.4, 1.9 Hz, 2H), 5.61 
(s, 2H), 4.45 (t, J = 5.3 Hz, 2H), 4.42 (s, 2H), 3.73 (t, J = 5.3 Hz, 2H), 2.47 (s, 3H), 2.32 (s, 
3H),2.29(s,3H) 

15 Example 6 

l-[2-(Benzyloxy)emyi]-6,7-(te 




Part A 

20 l-[2-(benzyloxy)emyl]-6,7-dhnemyl^^ 

Pyridine hydrochloride (0.04 g, 0.380 mmol), and trimethyl orfhobutyrate (4.6 mL, 
28.48 mmol) were added to a stirred solution of N 4 -[2-(benzyloxy)emyl]-5,6-dimethyl-2- 
phenoxypyridme-3,4-m*amine (6.9 g, 18.984 mmol) prepared as in Part E of Example 4 in 
toluene (65 mL). After the resulting solution was heated to reflux for 2 hours, the reaction 

25 was complete as determined by TLC (using 1/1 hexane/efhyl acetate), HPLC, and LC/MS. 
The reaction solution was then concentrated under reduced pressure, and the resulting oil 
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was dissolved in ethyl acetate. The ethyl acetate solution was washed with brine (3 x), 
dried with magnesium sulfate, filtered, and concentrated under reduced pressure. The 
resulting tan solids were triturated with diethyl ether, filtered off, and dried to provide 
6.5862 g of pure product (by NMR and LGMS), which was used in the next step. 

5 PartB 

l-[2-(benzyloxy)ethyl]-6,7-*lim 

l-[2^enzyloxy)ethyl]-6J-<to 
c]pyridine (6.6 g, 15.8 mmol) and ammonium acetate (66 g) were combined in a dried 
glass pressure flask under nitrogen with stirring. The flask was sealed with a teflon screw 

10 cap and heated to 156 °C for 44 hours. The reaction was complete as determined by 

HPLC and LC/MS, and the resulting solution was cooled and basified to a pH of about 14 
with 1 N potassium hydroxide. The basic solution was extracted with dichloromethane (5 
x), and the organic layers were combined, washed with 1 N potassium hydroxide (3 x), 
water (1 x) and brine (3 x), dried with magnesium sulfete, filtered, and concentrated under 

15 reduced pressure. The resulting residue was triturated with ethyl acetate/diethyl ether, and 
the resulting solids were filtered off and dried NMR analysis of the solids indicated 
impurities. The solids were recrystallized from isopropyl alcohol and dried. Impurities 
were found in the resulting solids (3.2982 g), which were then recrystallized from ethyl 
acetate/hexane and again dried. The resulting solids (2,4076 g), still with impurities, were 

20 dissolved in ethanol, and the resulting solution was treated with 1 M hydrochloric acid in 
diethyl ether (10 mL). The resulting hydrochloride salt was filtered of£ dissolved in 
water, and the aqueous solution was basified with IN potassium hydroxide to a pH of 
about 14. The resulting aqueous mixture was extracted with dichloromethane (5 x), and 
the combined organic layers were washed with water (3 x) and brine (3 x), dried with 

25 magnesium sulfate, filtered, and concentrated under reduced pressure. The resulting white 
solid was dried to provide 1.5999 g of l-[2^enzyloxy)ethyl]-6,7^ 
imidazo[4,5^]pyridin^ainine, m.p. 99.5-100.0 °C. 

Analysis: Calculated for C 2 oH 2 6N 4 0: %C, 70.98; %H, 7.74; %N, 16.55; Found: %C, 
70.79; %H, 7.71; %N, 16.80. 
30 ! H NMR (300 MHz, DMSO-d,;) 5 7.24-7.31 (m, 3H), 7. 14 (dd, J - 9.4, 2.3 Hz, 2H), 5.60 
(s, 2H), 4,46 (t, J = 5.6 Hz, 2H), 4.41 (s, 2H), 3.71 (t, J = 5.3 Hz, 2H), 2.78 (t, J - 7.5 Hz, 
2H), 2.32 (s, 3H), 2.29 (s, 3H), 1.76 (sextet, J = 7.5 Hz, 2H), 0.95 (t, J - 7.2 Hz, 3H) 
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Example 7 



2,6 J-Trimefcyl-1- {2-[(3^ 



Part A 

3 -Bromo- 1 -phenylpropyne 

3-Phenyl-2-propyn-l-ol (5 g, 37.83 mmol), anyhdrous diethyl ether (10 mL), and 

10 anhydrous pyridine (0.76 mL) were combined with stirring under nitrogen. To the 

resulting reaction mixture cooled to about 7 °C with an ice bath was added dropwise over 
20 minutes a solution of phosphorous tribromide (1.8 mL (18.92 inmol) in anhydrous 
diethyl ether (20 rnL). The ice bath was then removed, and the solution was stirred at 
room temperature for 2 hours. The reaction was complete, and the resulting reaction 

15 mixture was diluted with ice water. The organic layer was separated, and the aqueous 

layer was washed with diethyl ether (3 x). The combined organic layers were washed with 
water (2 x), saturated aqueous sodium bicarbonate (2 x), and brine (2 x), dried with 
magnesium sulfate, diluted with 8/2 hexane/ethyl acetate (100 mL), filtered through silica, 
and concentrated under reduced pressure. The resulting oil was filtered through silica with 

20 a dichloromethane rinse. The filtrate was concentrated under reduced pressure to provide 
a slightly cloudy oil (7.22 g). 3-Bromo-l-phenylpropyne was confirmed by NMR 
analysis. 
PartB 

l-[(2-CM)ro-5,6-dimethyl^ 
25 2,4-DicMoro-5,6-dimethyl-3-nitropyridine (60 g, 271 .4 mmol), anhydrous N,N- 

dimethylformamide (900 mL), ethanolamine (19.6 mL, 325.8 mmol), and anhydrous 
triethylamine (45.4 mL, 325.8 mmol) were combined with stirring under nitrogen. The 
reaction mixture was held at 40 °C for 17 hours when TLC and HPLC monitoring 



amine 




5 
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indicated complete reaction with no starting material present. The resulting reaction 
mixture was concentrated under reduced pressure, the resulting yellowish orange solids 
were triturated with water (3 x 1 L), filteredoff, and dried by dissolving the solids in 
methanol/diethyl ether, followed by removal of the solvents under reduced pressure. The 
resulting solids were slurried in diethyl ether, followed by removal of the diethyl ether 
under reduced pressure. After repeating the slurrying and solvent removal several times, 
the resulting solid was dried at 85 °C for 16 hours under high vacuum to provide 552 g of 
yellow solid, which was carried on to the next step. NMR analysis confirmed l-[(2- 
cMoro-5,6-<mnemyl-3-mtropyri^ 
PartC 

l-[(2^-I^e&yl-5-nitro-6^phenoxypyridin^yl)anuno]ethan-2-ol 

• A solution of phenol (94 g, 998.9 mmol) in diglyme (200 mL) was added slowly 
over 45 minutes to a solution of sodium hydride (38.06 g, 951.5 mmol, 60% in mineral 
on) in diglyme (100 mL) cooled to 4 °C with an ice bath. Hydrogen gas evolved, and the 
temperature increased to a maximum of 34 °C, but was immediately reduced by slowing 
the rate of phenol addition. After addition was complete, the reaction mixture was stirred 
for 1 hour. About 200 mL of the resulting clear solution was removed and set aside. The 
ice bath was removed, and H<2*±l«On5,6s^^ 

(55.2 g, 224.69 mmol) dissolved in diglyme (400 mL) was added to the clear reaction 
solution under nitrogen. The flask from which the starting material was transferred was 
rinsed with diglyme (2 x 1 00 mL), and the rinsings were added to the resulting reaction 
mixture. This reaction mixture was heated to 1 10 °C for 4 hours under a flow of nitrogen, 
and then the resulting reaction mixture was concentrated under reduced pressure. The 
resulting oil was cooled to about 5 °C for 2 days, triturated with hexane, and passed 
through a silica gel column using 8/2 hexane/ethyl acetate, then 7/3 hexane/ethyl acetate, 
and ending with 6/4 hexane ethyl acetate over 3 days. A first 10.5 g fraction of impure 
product and a second 3.9 g fraction of pure product were isolated. The first fraction 
(9.6510 g) was dissolved in ethyl acetate/hexane and the product allowed to crystallize. 
The crystals were filtered off and dried to provide 9.6510 g of product, which was 
combined with the previous 3.9 g of pure product and carried on to the next step. 
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PartD 

l^(2,3-Dimemyl-5-mtro-6-pheiu>xy^^ 

14(2,3-Dimemyl-5-nitro^phenoxypyridm^ (13-55 g, 44.67 

mmol), anhydrous dichloromethane (150 mL), pyridine (21.7 mL), and 
5 dimethylaminopyridine (0.11 g) were combined, and then acetic anhydried was added 
under nitrogen. The resulting solution was stirred at room temperature for 30 minutes. 
The reaction was complete, and the reaction solution was concentrated under reduced 
pressure. The resulting oil was dissolved in dichloromethane, and the dichloromethane 
solution was washed with 4% sodium bicarbonate (3 x), water (3 x), and brine (3 x), dried 
10 with magnesium sulfate, filtered, and concentrated under reduced pressure. The resulting 
yellow solid was triturated with diethyl ether, and the solids were filtered off and dried to 
provide 11.5 g of product. The l-[(2,3-Dimemyl-5-mtro^phenoxypyridin-4- 
yl)amino]eth-2-yl acetate structure was confirmed by NMR and its molecular weight was 
confirmed by LC/MS. 
15 PartE 

l-[(3-Ammo-5,6-<hmetoyl^ 

l-[(2,3-Dimemyl-5-mtio^-ph^^ sc^ie (11.5 g, 

33.30 mmol) was combined with 5% platinum on carbon (5.0 g) in a Parr flask. Toluene 
was added to the flask (120 mL) and the resulting mixture was pressurized with hydrogen 
20 at 3 10 kPa at room temperature for 1.6 hours. The reaction was complete as determined 
by LC/MS and HPLC. The resulting reaction mixture was filtered through Celite™ filter 
agent, and the filter cake was rinsed with more toluene. The volatUes were removed under 
reduced pressure, and the resulting oil was carried on to the next step. 
PartF 

25 l-[2,6,7-Trmetoyl-4-phe^ Acetate 

l-[(3-Ammo-5,6^emyl-2-phenoxypyridm^-yl)ammo]em^ acetate (10.5 g, 

33.29 mmol), toluene (100 mL), pyridine hydrochloride (0.077 g, 0.6659 mmol), and 
triethyl orthoacetate (9. 1 mL, 49.94 mmol) were combined with stirring and the resulting 
mixture was heated to a gentle reflux (about 95 °C) for 1.5 hours. The reaction was 
30 complete. The resulting reaction mixture was concentrated under reduced pressure to 

white solids, which were dissolved in ethyl acetate. The ethyl acetate solution was washed 
with water (3 x) and brine (2 x), dried with magnesium sulfate, filtered, and concentrated 
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under reduced pressure. The resulting solid was triturated with diethyl ether, filtered off, 
and dried at 60 °C overnight to provide 11. 1 g of pure product, which was carried on to the 
next step. 
PartG 

5 1 -[2,6,7-Trimethyl-4-phenoxy- lF-imidazo[4,5^]pyridin-l -yl]ethan-2-ol 
l-[2,6,7-TrmethyM-phenoxy 
(11.1 & 33.0 mmol), methanol (250 mL), and potassium carbonate (1.14 g, 8.25 mmol) 
were combined with stirring and heated to 45 °C under nitrogen. The reaction was 
complete after 30 minutes, and the reaction mixture was concentrated under reduced 
10 pressure to a solid, which was dissolved in dichloromethane. The resulting solution was 
subjected to flash chromatography using 9/1 dichloromethane/methanol. A white solid 
was isolated and dried to provide 9.1 g of product 
PartH 

H2,6,7-Trimetliyl^ 
15 ynyl) Ether 

Sodium hydride (0.82 g, 20.48 mmol, 60% in mineral oil) and anhydrous N,N- 
dimethylfonnamide (20 mL) were combined and stirred for 5 minutes under nitrogen. A 
solution of l-[2,6,7-trimethyl^phen^ (5.8 fe 

19.50 mmol) from Part G in N^-^imethylfonnamide (30 mL) was then added to the 

20 sodium hydride over 5 minutes. After stirring the resulting reaction solution for 10 
minutes at room temperature, a solution of 3-bromo-l-phenylpropyne (4.18 g, 21.45 
mmol) from Part A in N,N-Klimethylformamide (1 5 mL) was added to the reaction 
solution, and the resulting reaction mixture was stirred for 4 hours and 10 minutes. 
Sodium hydride (0.10 g, 60 % in mineral oil) and then 3-bromo- 1 -phenylpropyne (1 g) 

25 were added to the reaction mixture, and after stirring for 30 minutes, HPLC monitoring of 
the reaction mixture indicated about 7% starting material remaining. The reaction mixture 
was concentrated under reduced pressure, and the resulting oil was dissolved in 
dichloromethane. The dichloromethane solution was washed with saturated ammonium 
chloride (3 x), water (3 x), and brine (3 x), dried with magnesium sulfate, filtered, and 

30 concentrated under reduced pressure to a brown solid, which was triturated with diethyl 
ether. The resulting solid was filtered of£ and a second crop was collected from the 
mother liquor. The combined solids were passed through a column of silica (120 g, 40 x 
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200 mm) using 95/5 ethyl acetate/dichloromethane. A white solid (5.4 g) was isolated and 
carried on to the next step. HPLC analysis indicated the presence of about 9% starting 
material in the white solid. 
Parti 

5 2,6,7-Trimethyl-l-{2-[(3-phra^ 
amine 

l-[2,6,7-Trimetliyl^pheno 
phenylprop-2-ynyl) ether (5.4 g, 13. 122 mmol) from Part H and ammonium acetate (54 g) 
were combined in a glass pressure vessel. The vessel was sealed with a teflon screw cap, 
10 and the reaction mixture was heated to 150 °C for 45 hours. The reaction was essentially 
complete, and the resulting reaction solution was cooled with an ice bath, acidified to a pH 
of 1 with 10% hydrochloric acid, and washed with dichloromethane (3 x 500 mL). The 
combined organic portions were washed with 10% hydrochloric acid (4 x). The acidic 
aqueous portions were combined, basified with potassium hydroxide pellets to a pH of 14. 
15 The resulting brown solids were filtered off and recrystallized from methanol. A first crop 
of 0.6 g was collected for use in Example 5, and a second crop was collected and found to 
contain about 2% of the 4-hydroxy compound by NMR analysis. The second crop was 
returned to the mother liquor, and dichloromethane was added until all solids were 
dissolved. 1M Hydrochloric acid in diethyl ether (20 mL) was added to the resulting 
20 solution, and the solids that formed were filtered of£ and dissolved in water, which was 
basified to a pH of 14 with potassium hydroxide pellets. The resulting solution was 
washed with dichloromethane (3 x). The organic portions were combined, washed with 
water (2 x) and brine (2 x), dried with magnesium sulfate, filtered, and concentrated under 
reduced pressure. The resulting white solid (1.8 g) was dissolved in dichloromethane (150 
25 mL), and 1M hydrochloric acid in diethyl ether (5.3 mL) was added to the resulting 

solution. The acidified solution was concentrated under reduced pressure. The resulting 
solids were dissolved in water, and this aqueous solution was filtered to remove an oily 
sludge. The filtrate was basified with a few drops of 20% potassium hydroxide and then 
IN potassium hydroxide to a pH of 13. The fine white precipitate that formed was filtered 
30 off, rinsed with diethyl ether, and dried under vacuum for 1 8 hours to provide 1 .8064 g of 
2,6,7-trmethyl-l-{2-[(3-pheny 
amine, m.p. 186.8-187.5 °C. 
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Analysis: Calculated for C20H22N4O: %C, 71.83; %H, 6.63; %N, 16.75; Found: %C, 
71.51; %H, 6.50; %N, 16.71. 

*H NMR (300 MHz, DMSO-ds) 6 7.32-7.40 (m, 5H), 5.61 (s, 2H), 4.47 (t, J - 5.3 Hz, 2H), 
4.36 (s, 2H), 3.83 (t, J - 5.6 Hz, 2H), 2.50 (s, 3H), 2.36 (s, 3H), 2.28 (s, 3H) 

5 

Example 8 
2,6,7-Trmemyl-l-[2^3-phenyl^ 




10 2,6J-TrimethyM-{2-[(3-ph^ 

c]pyridin-4-amine (0.55 g, 1.645 mmol) from Part I of Example 7 was combined with 10% 
palladium on carbon (0.10 g) in a Pair reactor. Methanol (30 mL) was added to the 
resulting mixture under a nitrogen purge, and then the mixture was placed under hydrogen 
at a pressure of 310 kPa for 4 hours. The resulting reaction mixture was filtered through a 

15 layer of Celite™ filter agent, and the filtrate was concentrated under reduced pressure to a 
clear oil. The oil was dissolved in 5% methanol in diethyl ether (~ 50 mL), and 1M 
hydrochloric acid in diethyl ether (1.7 mL) was added to the resulting solution. Volatiles 
were removed under reduced pressure, and the resulting solids were dissolved in water. 
The aqueous solution was stirred for 10 minutes when the product oiled out of solution. 

20 The aqueous portion was washed with dicUoromethane (3 x). The combined organic 
p ortions were washed with water (2 x) and brine (3 x), dried with magnesium sulfate, 
filtered, and concentrated to a glassy oil under reduced pressure. The oil was triturated 
with diethyl ether. The solids that formed after 10 minutes of stirring were filtered off and 
dried for 18 hours to provide 0.3185 g of 2,6,7-trimethyl-l-[2<3-phenylpropoxy)ethyl]- 

25 lJy-imidazo[4 3 5^]pyridin-4-amine, m.p. 118.1-119.0 °C. 



152 



WO 03/103584 



PCT/US03/17659 



Analysis: Calculated for C20H26N4O: %C, 70.98; %H, 7.74; %N, 16.55; Found: %C, 
70.72; %H, 7.77; %N, 16.65. 

*H NMR (300 MHz, DMSO-ds) 8 7.09-7.22 (m, 3H), 6.99 (d, J - 8.1 Hz, 2H), 5.66 (s, 
2H), 4.43 (t, J = 5.3 Hz, 2H), 3.64 (t, J = 5.3 Hz, 2H), 3.27 (t, J =6.2 Hz, 2H), 2.51 (s, 
5 3H), 2.45 (t, J - 7.8 Hz, 2H), 2.36 (s, 3H), 2.31 (s, 3H), 1.68 (p, J = 7.0 Hz, 2H) 

Example 9 

2,6,7-Trimethyl-l-(2- {[(2E^ 



amine 



10 




PartA 

l-[2,6,7-Trimethyl^phenoxy^^ 
Phenylprop-2-enyl] Ether 

15 Sodium hydride (0.41 g, 10.24 mmol, 60% in mineral oil) and anhydrous N,N- 

dimethylformamide (10 mL) were combined and stirred for 5 minutes under nitrogen. A 
solution of l-[2,6,7-trimethyl^ (2.9 g, 

9.752 mmol) from Part G of Example 7 in N,N-dimethylformamide (15 mL) was then 
added to the sodium hydride over 5 minutes. After stirring the resulting reaction solution 

20 for 10 minutes at room temperature, a solution of cinnamyl bromide (2.1 1 g, 10.73 mmol) 
in N>N-dimethylfonnamide (15 mL) was added to the reaction solution, and the resulting 
reaction mixture was stirred for 4 hours and 10 minutes. Sodium hydride (0.10 g, 60 % in 
mineral oil) and then cinnamyl bromide (0. 1 g) were added to the reaction mixture, and 
after stirring for 30 minutes, HPLC monitoring of the reaction mixture indicated about 9% 

25 starting material remaining. The reaction mixture was concentrated under reduced 
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pressure, and the resulting oil was dissolved in dichloromethane. The dichloromethane 
solution was washed with saturated ammonium chloride (3 x), water (3 x), and brine (3 x), 
dried with magnesium sulfate, filtered, and concentrated under reduced pressure to a white 
solid, which contained about 6% starting material by HPLC analysis, the white solid was 
5 passed through a column of silica (120 g, 40 x 200 mm) using 95/5 ethyl 

acetate/dichloromethane. The isolated product was triturated with diethyl ether, filtered 
ofl; and dried to provide 2.9 g of product with no starting material. This was carried on to 
the next step. 
PartB 

10 2,6,7-TrimethyM-(2-{^ 
amine 

l-[2,6,7-TrimethyM^^ [(2E>3- 
phenylprop-2-enyl] ether (2.9 g, 7.013 mmol) from Part A and ammonium acetate (54 g) 
were combined in a glass pressure vessel. The vessel was sealed with a teflon screw cap, 

15 and the reaction mixture was heated to 150 °C for 45 hours. The reaction was complete, 
and the resulting reaction solution was cooled with an ice bath, basified to a pH of about 
13 with IN potassium hydroxide, and washed with dichloromethane (4 x 500 mL). The 
combined organic portions were washed with water (3 x) and brine (3 x), dried with 
magnesium sulfate, filtered, and concentrated under reduced pressure to a white solid. 

20 The resulting white solid was slowly passed through a column containing 200 g silica that 
had been heated with 1% diethyl ether in dichloromethane using 98/2 
dichloromethane/methanoL Two crops of product were isolated from the eluted solution, 
and both were recrystallized from isopropyl alcohol. The resulting white powder was 
dried under vacuum for 18 hours to provide 0.7479 g of 2,6,7-trimethyl-l-(2-{[(2E)-3- 

25 phenylprop-2-enyl]oxy} ethyl>lH-inu'dazo[4,5-c]pyrid1n^aDcune, m.p. 143.7-144.8 °C. 
Analysis: Calculated for C20H24N4O: %C, 71.40; %H, 749; %N, 16.65; Found: %C, 
71.36; %H, 7.10; %N, 16.74. 

l H NMR (300 MHz, DMSO-d*) 8 7.30-7.33 (m, 4H), 7.20-7.25 (m, 1H), 6.37 (d, J - 16.2 
Hz, 1H), 6.20 (dt, J - 16.2, 5.3 Hz, 1H), 5.62 (s, 2H), 4.46 (t, J - 5.3 Hz, 2H), 4.05 (dd, J = 
30 6.2, 1.2 Hz, 2H), 3.74 (t, J - 5.3 Hz, 2H), 2.51 (s, 3H), 2.36 (s, 3H), 2.28 (s, 3H) 
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Example 10 

2,6,7-Trimethyl- 1 -[2-(3 -pyridin-3 -ylpropoxy)ethyl]- lif-mudazo[4,5^]pyridin^amine 




5 Part A 

2^hloro-5,6-dimethyl-3-nitro^ 

Anhydrous N,N-Kiimethylformamide (200 ml), anhydrous triethylamine (12.1 ml), 
and 2,4-dicUoro-5,6-dime1hyl-3-nitropyridine (16.05 g) were combined and 2-(3-pyridin- 
3-ylpropoxy)ethylamine (14.4 g) was then added with stirring. The pale yellow reaction 

10 mixture was heated to 45 °C under a nitrogen atmosphere for 1 hour. HPLC analysis 

indicated that the reaction was sufficiently complete to proceed The reaction mixture was 
allowed to cool and the solvent was removed under reduced pressure. The resulting oil 
was dissolved in ethyl acetate and washed twice: once with a saturated aqueous solution of 
ammonium chloride and once with water. The organic layer was then extracted 3 times 

1 5 with brine, dried with magnesium sulfate, and concentrated under reduced pressure. The 
product was passed through a silica gel column using 90/10 ethyl acetate/hexane as the 
eluant The resulting oil was dried under vacuum at 60 °C for 2 hours. NMR analysis 
indicated sufficient purity for use of the product in the next step. 
PartB 

20 2,3-dimethyl-5Hritro^-ph^ 

2-Methoxyethyl ether (diglyme) (50 ml) and sodium hydride (60% in oil) (5.77 g) 
wore combined. Under a nitrogen atmosphere, a solution of phenol (13.58 g) and diglyme 
(250 ml) was added slowly over 10 minutes to allow for controlled gas evolution. 2- 
chloro-5,6-dimethyl-3-n^^ (35.1 g) 

25 from Part A was then added and the reaction mixture Svas heated to 90 °C. After 1.25 
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hours, the reaction mixture clouded and the temperature was increased to 1 10 °C. After an 
additional 3.75 hours, HPLC and TLC analysis indicated the reaction was complete. The 
reaction mixture was cooled and the solvent was removed under reduced pressure. The 
resulting oil was dissolved in ethyl acetate and washed once with 20% potassium 

5 hydroxide, once with IN potassium hydroxide, 3 times with water, and 3 times with brine. 
The combined organic layers were dried with magnesium sulfate and concentrated under 
reduced pressure. The residue was purified by flash chromatography over silica, eluting 
with 90/10 ethyl acetate/hexane. The fractions containing purified product were 
concentrated under reduced pressure and dried under vacuum at 70 °C overnight NMR 

10 analysis of the resulting yellow oil indicated sufficient purity for use of the product in the 
next step. 
Parte 

5,6nlmethyl-2-phenoxy-N^^ 

Under a nitrogen atmosphere, a solution of 2,3-dimethyl-5-nitro-6-phenoxy-N-[2- 

15 (3-pyridin-3-ylpropoxy)ethyl]pyridin^ainine (27.1 g) in toluene (300 ml) was added to a 
Parr hydrogenation flask containing 5% platinum on carbon (10 g). After 4 hours at a 
hydrogen pressure of 207 kPa, the reaction was judged complete by HPLC and TLC 
analysis. The molecular weight and structure of the product were confirmed by LC/MS 
and NMR analysis, respectively. The reaction mixture was filtered through filter paper, 

20 Celite™, and magnesium sulfate. The filtrate was used in the next step. 
PartD 

2,6,7-trmethyM-phenox 

A solution of 5,6-dimethyl-2-phenoxy-N 4 -[2-(3-pyridin-3- 
ylpropoxy)ethyl]pyridine-3,4-diamine (12 g) in toluene (300 ml) from Part C was 

25 combined with pyridine HC1 (0.08 g) and triethyl orthoacetate (8.4 ml). Under a nitrogen 
atmosphere, the reaction mixture was heated to reflux (99 °C) for 1 .5 hours. TLC and 
HPLC analysis indicated that the reaction was complete. The solvent was removed under 
reduced pressure. The resulting yellow oil was dissolved in dichloromethane and washed 
once with saturated potassium carbonate, 3 times with water, and 3 times with brine. The 

30 combined organic layers were dried with magnesium sulfite and concentrated under 
reduced pressure. The resulting yellow oil darkened slightly after being dried under 
vacuum at 70 °C overnight. The product was purified by column chromatography over 
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silica using 95/5 ethyl acetate/methanol as the eluant The product was dried and then 
triturated with diethyl ether to yield a white solid that was dried under vacuum at 80 °C 
overnight. NMR analysis of the dried solid indicated a pure product 
PartE 

5 2,6,7-trimethyl-l -[2<3-pyridin-3-ylpiopoxy)ethyl]-l^^ 

Under a nitrogen atmosphere, 2,6,7-trimethyl-4-phenoxy-l-[2-(3-pyridin--3- 
ylpropoxy)ethyl]-lf^imidaz»[4,5^]pyridine (4 g) from Part D and ammonium acetate (40 
g) wore heated in a sealedtube to 150 °C. After 46.5 hours, NMR analysis indicated that 
only 7% of the starting material remained. The reaction mixture was cooled to ambient 

10 temperature, diluted with ethyl acetate, and washed 3 times with IN potassium hydroxide 
and once with water. The organic layers were dried with magnesium sulfate and 
concentrated under reduced pressure. The resulting oil was triturated with 90/10 diethyl 
ether/toluene and the filtered solids were dried under vacuum at 45 °C. The pale yellow 
solid was dissolved in 10% hydrochloric acid and extracted 3 times with dichloromethane 

15 (DCM). Potassium hydroxide was added to the aqueous layer to bring the pH to 14, and 
this was subsequently washed 3 times with DCM. The combined organic layers were 
washed once with water, 3 times with brine, dried with magnesium sulfate, and 
concentrated under reduced pressure. The oil was purified by column chromatography 
over silica using 97/3 DCM/mefhanol as the eluant. The oil was then triturated with 

20 diethyl ether/toluene and the resulting solid was recrystallized from ethyl acetate/hexane to 
yield 2,6,7-trimethyl-l-[2^3-py^^ 
amine, m.p. 108.6 - 109.5 °G 

Analysis: Calculated for C19H25N5O: %C, 65.49; %H, 7.52; %N, 20.10 
Found: %C, 65.69; %H, 7.58; %N, 20.36. 
25 *H NMR (300 MHz, DMSO-d6) 8 8.36 (dd, J = 6.2\ 4.7 Hz, 1H), 8.30 (d, J = 1.9, 1H), 
7.38 (dt, J- 8.1, 1.9 Hz, 1H), 7.21 (dd, J - 7.8, 4.7 Hz, 1H), 5.78 (s, 2H), 4.44 (t, J = 5.3 
Hz, 2H), 3.66 (t, J - 5.3 Hz, 2H), 3.29 (t, J = 6.2 Hz, 2H), 2.51 (s, 3H), 2.46 (t, J = 8.1 Hz, 
2H), 2.36 (s, 3H), 2.31 (s, 3H), 1.70 (p, J - 7.0 Hz, 2H) 
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Example 11 



2<Ethoxymethyl)^J-^ 
c]pyridin-4-amine 



Part A 

2<ethoxymethyl)-6J-dimethyl^phen^ 
imidazo[4,5-c]pyridine 



10 ylpiopoxy)ethyl]pyridine-3,4^amine (12 g) in toluene (300 ml) firom Part C of Example 
10 was concentrated tinder pressure to yield a pale yellow liquid. Under a nitrogen 
atmosphere, this product was combined with anhydrous pyridine (100 ml) and pyridine 
HC1 (0.08 g) and the reaction mixture was cooled to 0 °C in an ice bath. Ethoxyacetyl 
chloride was added dropwise to the reaction mixture over 5 minutes, which induced the 

15 formation of a precipitate and changed the color of the solution from clear to pale yellow. 
After 30 minutes, TLC and HPLC analysis indicated the reaction was complete. The 
reaction mixture was gently heated to reflux (100 °C) for 17.5 hours under a nitrogen 
atmosphere. The mixture was allowed to cool and was then concentrated under reduced 
pressure. The oil was dissolved in ethyl acetate and washed once with saturated potassium 

20 carbonate, 3 times with water, and 3 times with brine. The brownish red organic layer was 
purified by column chromatography over silica using ethyl acetate as the eluant. The 
resulting oil was triturated with diethyl ether and dried to yield a white solid. NMR and 
LC/MS analysis indicated sufficient purity for use of the product in the next step. 





p 



A solution of 5 3 6-dimethyl-2-phenoxy-N 4 -[2-(3-pyridin--3-- 
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PartB 

2<ethoxymethyl)^,7-dime%^^ 
cjpyridin-4-amine 

Under a nitrogen atmosphere, 2-(ethoxymethyl)-6J-dimethyl«-4-phenoxy-l-[2-(3- 
5 pyridm-3-ylpn>poxy)ethyl]-l^ (4.6 g) from Part A and ammonium 

acetate (46 g) were heated in a sealed tube to 150 °C. After 65 hours, NMR analysis 
indicated that the reaction was complete. The reaction mixture was cooled to ambient 
temperature, dissolved in ethyl acetate, and washed 3 times with IN potassium hydroxide 
and once with water. The organic layers were dried with magnesium sulfate and 
10 concentrated under reduced pressure. The resulting residue was dissolved in 10% 
hydrochloric acid and washed 3 times with dichloromethane (DCM). Potassium 
hydroxide was added to the aqueous layer to bring the pH to 14, and this was subsequently 
washed 4 times with DCM. The combined organic layers were washed twice with water, 
twice with brine, dried with magnesium sulfite, and concentrated under reduced pressure. 
15 The oil was purified by column chromatography over silica using 98/2 DCM/methanol as 
the eluant. The oil was then triturated with ethyl acetaie/hexane and the resulting solid 
was recrystallized from ethyl acetate/hexane to yield 2-(ethoxymethyl)-6,7-dimethyH-[2- 
(3-pyridin-3-ylpropoxy)e%l]-lif- as a white solid, m.p. 

78.0-78.5 °C. 

20 Analysis: Calculated for C21H29N5O2: %C, 65.77; %H, 7.62; %N, 18.26 
Found: %C, 65.74; %H, 7.83; %N, 18.31. 

l H NMR (300 MHz, DMSO-d<0 S 8.36 (dd, J - 3.1, 1.9 Hz, 1H), 8.30 (d, J - 1.9, 1H), 
7.39 (dt, J= 8.1, 1.9 Hz, 1H), 7.22 (dd, J - 7.5, 5.0 Hz, 1H), 5.81 (s, 2H), 4.70 (s, 2H), 4.55 
(t, J = 5.3 Hz, 2H), 3.69 (t, J = 5.6 Hz, 2H), 3.50 (q, J = 6.8 Hz, 2H), 3.30 (t, J -5.9 Hz, 
25 2H), 2.46 (t, J - 7.8 Hz, 2H), 2.39 (s, 3H), 2.31 (s, 3H), 1.70 (q, J - 6.9 Hz, 2H), 1.13 (t, J 
= 6.9 Hz, 3H) 
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Example 12 

2,6J-Trmetiiyl-H^ 




Part A 

A mixture of 2,4-dihydroxy-5,6-dime^ (245 g, 133 mol) and 

phosphorous oxychloride (2.2 L) was heated at 85°C overnight The bulk of the 
phosphorous oxychloride (1 .75 L) was removed under reduced pressure to provide a black 
oil. The oil was poured into water (2.5 L) and the mixture was cooled in an ice bath to 
5°C. The resulting tan precipitate was isolated by filtration, dissolved in dichloromethane 
(-3 L) and filtered to remove some black solids. The filtrate was washed with 10% 
sodium carbonate and brine, dried over magnesium sulfate and then concentrated under 
reduced pressure to provide 272 g of a light tan solid. This solid was recrystallized from 
heptane (2.5 mL/g) to provide 248 g of 2,4^chloro-5,6-dimethyi-3-nitropyridine as large 
amber rods. 
PartB 

A solution of 5-amino-l-pentanol (28.03 g, 271.4 mmol) inN,N- 
dimethylformarnide (200 mL) was added over a period of 45 minutes to a solution of 2,4- 
dichlorcH5,6-dfaiethyl-3-nitix)pyridine (60.01 g, 271.4 mmol) inNJSf-dimethylformamide. 
The reaction was stirred overnight and then the N,N-Kiimethylfonnamide was removed by 
vacuum distillation. The residue was dissolved in ethyl acetate (500 mL), washed with 
water (4 x 75 mL), dried over magnesium sulfate and then concentrated under reduced 
pressure. The crude product was dissolved in hot ethyl acetate (400 mL). Hexane was 
added until a clear solution was obtained then the mixture was allowed to cool to ambient 
temperature. The resulting precipitate was isolated by filtration and washed with cold 
hexane to provide 26. 87 g of 5-[(2^Moro-5,6-dimethyl-3-nitro^ 
1-olasa solid. An additional 4.41 g was isolated from the filtrate. 
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PartC 

Sodium hydride (6.63 g of 60%, 166 mmol) was added to chilled (0°C) anhydrous 
tetrahydrofuran (200 mL) and the mixture was allowed to stir for 1 5 minutes. A solution 
of phenol (15.07 g, 160 mmol) in tetrahydrofuran (150 mL) was added dropwise over a 
5 period of 1 hour. A solution of 5-[(2-cMoro-5,6-dimethyi-3-m1xopyridin^- 

yl)amino]pentan-l-ol (31.723 g, 110 mmol) in tetrahydrofuran (150 mL) was added 
dropwise over a period of 30 minutes while maintaining the reaction temperature at 0°C. 
The reaction mixture was allowed to warm to ambient temperature and then it was heated 

> 

at reflux overnight. Analysis by thin layer chromatography indicated that the reaction was 
10 50-60% complete. An additional equivalent of phenoxide was prepared and added to the 
reaction mixture at ambient temperature; then the reaction mixture was heated at reflux 
overnight The reaction mixture was concentrated under reduced pressure. The residue 
was dissolved in ethyl acetate (300 mL); washed sequentially with water (2 X 50 mL), 5% 
sodium hydroxide (2 x 50 mL)) and IN sodium hydroxide (2 x 50 mL); dried over 
15 magnesium sulfate and then concentrated under reduced pressure. The residue was 
divided into two portions and purified by column chromatography (450 g of silica gel 
eluting with 1:1 hexanes:ethyl acetate to 1 :3 hexanesrethyl acetate) to provide 38.13 g of 
5-[(2,3-dimethyl-5-mtro-6-ph -oL 
PartD 

20 Thionyl chloride (10.72 mL, 147 mmol) was added dropwise to a mixture of 5- 

[(2,3^1imethyl-5-mtro-6-phenox)^ (34.0 g, 98 mmol) and 

dichloromethane (250 mL), The reaction mixture was heated at reflux for 2 hours and 
then it was placed in an ice bath and quenched with water. The reaction mixture was 
concentrated under reduced pressure. The residue was combined with water (300 mL), 

25 Solid sodium bicarbonate was slowly added to pH 10; then the mixture was extracted with 
ethyl acetate (250 mL). The extract was washed sequentially with saturated sodium 
bicarbonate (2 x 100 mL) and brine (1 x 100 mL), dried over magnesium sulfate and then 
concentrated under reduced pressure to provide 30.96 g of JV-(5-chloropentyl)-2,3- 
dimethyl-5-nitro-6-phenoxypyridm-4-amine. 

30 PartE 

A solution of N-(5<hloropentyl)-2,3-dimeth^ 
(30.86 g, 85 mmol) in toluene (200 mL) was added to a Parr vessel containing a mixture of 
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5% platinum on carbon (25.24 g) and toluene (100 mL). The vessel was placed under 
hydrogen pressure (30 psi, 2.0 X 10 5 Pa) and allowed to shake overnight The reaction 
mixture was filtered through a layer of Celite® filter aid. The filtrate was concentrated 
under reduced pressure to provide 24.97 g of A^-(5-chloropentyl)-5,6-dimethyl-2- 
5 phenoxypyridine-3,4-diamine as a thick off white oil. 
PartF 

Pyridine hydrochloride (2 g) and trimethyl orthoacetate (10.5 mL, 82 mmol) were 
added to a solution of iV^SKMoropentyl^S.e-dim^ 

(24.97 g, 75 mmol) in anhydrous tetrahydroforan (200 mL). The reaction mixture was 
10 heated at reflux for 25 hours, cooled to ambient temperature and thai concentrated under 
reduced pressure. The residue was dissolved in hot ethyl acetate, titrated with hexanes and 
then cooled. The resulting precipitate was isolated by filtration and then it was dissolved 
in ethyl acetate (300 mL), washed with water (2 x 100 mL) and with brine (1 x 100 mL), 
dried over magnesium sulfate and then concentrated under reduced pressure to provide 
15 21.09 g of H5-cUoropentyl)-2,6,7-trme%M 
PartG 

Sodium thiomethoxide (1.5 g, 21 mmol) was added to a solution of l-(5- 
cMoropentyl)-2,6,74rimethyl^ (7.00 g, 19 mmol) in 

anhydrous N^T-dimethylformamide (80 mL). The reaction mixture was stirred at ambient 
20 temperature for 1 .5 hours, then it as quenched with water and extracted with ethyl acetate 
(250 mL). The extract was washed with water (5 X 50 mL), dried over magnesium sulfite 
and then concentrated under reduced pressure to provide 6.73 g of 2,6,7-trimethyl-l-[5- 
(methyltMo)pentyl]^phenoxy-^ 
PartH 

25 Ammonium acetate (25 g) and 2,6J-trimethyl-l-[5-(methylthio)pentyl]-4- 

phenoxy4/f-imidazo[4,5-c]pyridine (2.75 g, 7.45 mmol) were combined and heated at 
160°C overnight. The reaction mixture was cooled to 0°C and then diluted with water (50 
mL). The pH was adjusted to >13 with 15% sodium hydroxide and then the mixture was 
extracted with chloroform (2 x 100 mL). The combined extracts were dried over 

30 magnesium sulfate and then concentrated under reduced pressure. The residue was 

purified on deactivated silica gel (triethylamine) eluting with 2% methanol in chloroform 
and then recrystallized from ethyl acetate/hexanes to provide 1.089 g of 2,6,7-trimethyl-l- 



162 



WO 03/103584 PCT/US03/17659 

[5^methylthio)pmtyl]-lH-imidazo[4,5^]pyridin^anune as an off white solid, m.p. 121- 
122°C. 

Analysis: Calculated for C15H24N4S: %C, 61.61; %H, 8.27; %N, 19.16; Found: %C, 61.40; 
%H, 8.43; %N, 18.92. 

5 

Example 13 
2,6J-TrimemyM-[5-(phenyltMo)^ 



s 

6 

10 PartA 

Benzenethiol (2.42 mL, 23.6 mmol) was added dropwise to a suspension of sodium 
hydride (0.944 g of 60% 23.6 mmol) in anhydrous N,N-dimemylformamide (50 mL) and 
stirred until a clear solution was obtained. A solution of l-(5-chloropentyl)-2,6,7- 
trhnemyl-4-phenoxy-lH-inndazo[4,5-c]pyridine (6.5 g, 18.2 mmol) in anhydrous N,N- 
15 dimethylformamide (50 mL) was added dropwise. The reaction mixture was stirred at 
ambient temperature for 2 hours, then it was quenched with water and extracted with ethyl 
acetate (300 mL). The extract was washed with water (5 x 75 mL), dried over magnesium 
sulfate and then concentrated under reduced pressure to provide 7.20 g of 2,6,7-trimethyl- 
4-phenoxy-l-[5-(phenyltWo)p^ 
20 PartB 

Ammonium acetate (25 g) and 2,6,7-trimethyl-4-phenoxy-l-[5- 
(phenyltMo)pentyl]-lH-ittudazo[4,5^]pyridine (2.50 g, 5.80 mmol) were comhined and 
heated at 160°C in a sealed tube for 2 days. The reaction mixture was cooled to ambient 
temperature and diluted with water (100 mL). Sodium hydroxide (15%) was added and 
25 the mixture was extracted with chloroform (2x150 mL). The combined extracts were 
dried over magnesium sulfate and then concentrated under reduced pressure. The residue 
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was purified by column chromatography (silica gel eluting with 2% methanol in 
chloroform) followed by recrystailization from methanol/dichloromethane/hexanes to 
provide 2,6J~ti±methyl-l-[5^henyitta^ as an 

off white powder, m.p. 181-183°C. 
5 Analysis: Calculated for C20H26N4S: %C, 67.76; %H, 7.39; %N, 15.8; Found: %C, 67.41; 
%H, 7.53; %N, 15.54. 

Example 14 
l-[2-(2-Aminoethoxy)ethyl]-2,6,7^ 



10 




Part A 

Under a nitrogen atmosphere, a solution of 2-(2-aminoethoxy)ethanol (27.8 mL, 
277 mmol) in tetrahydrofuran (180 mL) was cooled to 0°C. Sodium hydroxide (140 mL 

15 of 2N) was added. A solution of di-terf-butyl dicarbonate (60.27 g, 277 mmol) in 

tetrahydrofuran (1 80 mL) was added dropwise over a period of 1 hour with rapid stirring. 
The reaction was allowed to warm to ambient temperature and stir overnight The 
tetrahydrofuran was removed under reduced pressure. The pH of the resulting slurry was 
adjusted to ~3 by adding sulfuric acid (150 mL of 1M). The mixture was extracted with 

20 ethyl acetate (6 x 100 mL). The combined extracts were washed with water (2 x 100 mL) 
and brine (1 x 100 mL), dried over magnesium sulfate and then concentrated under 
reduced pressure to provide 48.53 g of terf-butyl 2-(2-hydroxyethoxy)ethylcatbamate as a 
colorless oil. 
PartB 

25 Under a nitrogen atmosphere, a solution of terf-butyl 2-(2- 

hydroxyethoxy)ethylcarbamate (48.53 g, 236 mmol) in anhydrous dichloromethane (1 L) 
was cooled to 0°C. Triethylamine (49.4 mL, 354 mmol)) was added Methanesulfonyl 
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chloride (20.10 mL, 260 mmol) was added dropwise over a period of 10 minutes. The 
reaction was allowed to warm to ambient temperature and stir overnight. The reaction was 
quenched with saturated sodium bicarbonate solution (500 mL). The organic layer was 
washed with water (3 x 500 mL) and brine (1 x 500 mL), dried over sodium sulfate and 
5 then concentrated under reduced pressure to provide 66.9 g of 2- {2-[(tert- 
butoxycarbonyl)amino]ethoxy}ethyl methanesulfonate as a brown oil. 
PartC 

Sodium azide (16.8 g, 259 mmol) was added to a solution of 2-{2-[(terf- 
butoxycarbonyl)amino]ethoxy}ethyl methanesulfonate (66.9 g, 236 mmol) inN,N- 

10 dimethylformamide(400mL). The reaction was heated at 90°C for 1.5 hours. The 

reaction mixture was allowed to cool to ambient temperature, diluted with cold water (500 
mL) and then extracted with diethyl ether (4 x 300 mL). The combined extracts were 
washed with water (4 x 100 mL) and brine (1 x 200 mL), dried over magnesium sulfate 
and thai concentrated under reduced pressure to provide 52 g of terf-butyi 2-(2- 

15 azidoethoxy)ethylcarbamate. 
PartD 

A solution of tert-butyl 2-(2-azidoethoxy)ethylcarbamate (52 g, 226 mmol) in 
methanol (500 mL) was added to a Parr vessel containing 10% palladium on carbon (4 g) 
which had been wetted with toluene (30 mL). The mixture was placed under hydrogen 

20 pressure (30 psi; 2.0 X 10 5 Pa). After 18.5 hours analysis by thin layer chromatography 
indicated that the reaction was not complete. Catalyst (0.5 g) was added and the 
hydrogenation was continued for an additional 4 hours. The reaction mixture was filtered 
through a layer of Celite® filter aid and a glass wool filter pad. The filter cake was rinsed 
with a mixture ofisopropanol and methanol. The filtrate was concentrated under reduced 

25 pressure to provide ferf-butyl 2^2-aminoethoxy)ethylcarbamate. 
PartE 

Amixture of 2/Wiliyd^^ (245 g, 1.33 mol) and 

phosphorous oxychloride (22 L) was heated at 85°C overnight. The bulk of the 
phosphorous oxychloride (1 .75 L) was removed under reduced pressure to provide a black 
30 oil. The oil was poured into water (2.5 L) and the mixture was cooled in an ice bath to 
5°C. The resulting tan precipitate was isolated by filtration, dissolved in dichloromethane 
(-3 L) and filtered to remove some black solids. The filtrate was washed with 10% 
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sodium carbonate and brine, dried over magnesium sulfate and then concentrated under 
reduced pressure to provide 272 g of a light tan solid. This solid was recrystallized from 
heptane (2.5 mlVg) to provide 248 g of 2,4^cmoro-5,6^emyl-3-nitiopyridine as large 
amber rods. 
5 PartF 

Under a nitrogen atmosphere, a solution of fert-butyl 2-(2- 
aminoethoxy)ethylcarbamate (23.1 g, 113 mmol) mN^Hhmemylformamide (100 mL) 
was added over a 1 hour period to a solution of 2,4^cMoro-5,6^emyl-3-nitropvridine 
(25.02 g, 1 13 mmol) in N^-dimethylformamide (400 mL) containing triethylamine (24 

10 mL, 175 mmol). The reaction mixture was allowed to stir at ambient temperature 
overnight The N^-dimemylformamide was removed under reduced pressure. The 
residue was dissolved in ethyl acetate (500 mL), washed with water (3 x 100 ml), dried 
over magnesium sulfate, and then concentrated under reduced pressure. The residue was 
purified by column chromatography (450 g of silica gel eluting sequentially with 3/1 

15 hexanes/ethyl acetate (1.2 L), 2/1 hexanes/ethyl acetate (1.2 L), and 1/1 hexanes/ethyl 
acetate (1 L)) to provide 20.67 g of tert-butyl 2-{2-[(2^moro-5,6^emyl.3-m^pvridin- 
4-yl)amino]ethoxy}ethylcarbamate. 
PartG 

Phenol (5.33 g, 56.63 mmol) was added in small portions over a period of 10 
20 minutes to a chilled (0°) suspension of sodium hydride (2.39 g of 60%, 59.75 mmol) in 
anhydrous tetrahydrofuran (100 mL). After the addition was complete, the reaction was 
allowed to stir at 0* for 30 minutes. A solution tert-butyl 2-{2-[(2^Moro-5,6Khmethyi-3- 
iiitropvridm^yl)amino]ethoxy} ethylcarbamate (20.67 g, 53.16 mmol) in tetrahydrofuran 
(100 mL) was added over a period of 1 hour while mamtaining the temperature at 0°C. 
25 The ice bath was removed and the reaction mixture was heated to reflux. At 46 and 52 
hours additional fresh sodium phenoxide (1 1.3 mmol) was added. Refluxing was 
continued for 2 hours after the second addition. The reaction mixture was diluted with 
ethyl acetate (500 mL); washed sequentially with water (3 x 100 mL), IN sodium 
hydroxide (2 x 100 mL), and brine; dried over magnesium sulfate and then concentrated 
30 under reduced pressure. The residue was purified by column chromatography (450 g of 
silica gel eluting with 1/1 hexanes/ethyl acetate) to provide 19.85 g of /etf-butyi 2-{2- 
[(2^Klbnemyl-5-nitro-6-phenoxypyridm^yl)amm 
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PartH 

A solution of of terf-butyl 2-{2-[(2,3KUmethyl-5-mtro^-pheaoxypyri 
yl)amino]ethoxy}ethylcaibamate (15.34 g, 34.35 mmol) in absolute ethanol (500 mL) was 
combined with 5% platinum on carbon (12.02 g) in a Parr vessel and placed under 

5 hydrogen pressure overnight The reaction mixture was filtered through a layer of Celite® 
filter aid. The filtrate was concentrated under reduced pressure. The resulting residue was 
purified by column chromatography (250 g of silica gel eluting with 1/1 ethyl 
acetate/hexanes) to provide 11.21 g of terf-butyl 2-{2-[(3-amino-5,6-dimethyl-2- 
phenoxypyridin-4-yl)ainino]ethoxy} ethylcarbamate. 

10 Parti 

Trimethyl orthoacetate (3.55 mL, 28.27 mmol), tert-butyl 2-{2-[(3-amino-5,6- 
dimethyl-2-phenoxypyridin^yl)anmo]efhoxy}ethylcaibanm (11.21 g, 26.92 mmol), 
pyridine hydrochloride (1.12 g) and toluene (120 mL) were combined and heated at reflux 
for 2.5 hours. The reaction mixture was concentrated under reduced pressure. The residue 
15 was dissolved in ethyl acetate (300 mL), washed with water (3 x 100 mL) and brine (1 x 
100 mL), dried over magnesium sulfate and then concentrated under reduced pressure to 
provide 9.85 g of tert-butyl 2-[2<2,6,7-tiimethyl^ 
yl)ethoxy]ethylcarbamate. 
Part J 

20 A mixture of ammonium acetate (100 g) and tert-butyl 2-[2^2,6,7-trimethyl-4- 

phenoxy-li/-imidazo[4,5~c]pyridm^ (9.85 g) was heated at 

160°C for 18.5 hours. The reaction mixture was diluted with water (100 mL), made basic 
(pH 13) with 15% sodium hydroxide (160 mL), saturated with sodium chloride and then 
extracted with chloroform (9 x 100 mL). The combined extracts were dried over 

25 magnesium sulfate and then concentrated under reduced pressure. Analysis by high 
performance liquid chromatography and NMR showed that the residue contained about 
13% ofN-{2-[2,6,7-trime&yl^ 

yl)ethoxy]ethyl}acetamide. The residue was combined with ammonium acetate (71 g) in a 
pressure vessel and heated at 160°C for 20 hours. The reaction was worked up as before. 
30 Residual ammonium acetate was removed by sublimation (high vacuum at 35°C) to 
provide 7.36 g of N-{2-[4-ammo-2,6,7-trme^ 
yl)ethoxy]ethyl}acetamide. 
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PartK 

N-{2-[4-ammo-2,6,7-trimemyL 
yl)emoxy]emyl}acetamide (7.36 g), concentrated hydrochloric acid (45 mL) and absolute 
ethanol (100 mL) were combined and heated at 90°C. After 26.5 hours additional 
5 concentrated hydrochloric acid (2 mL) was added. The reaction was stopped after 29 
hours and concentrated under reduced pressure. In order to remove excess hydrochloric 
acid, the residue was twice diluted with ethanol (100 mL) and concentrated under reduced 
pressure. The residue was dissolved in water (100 mL) and washed with chloroform (3 x 
50 mL). The aqueous layer was adjusted to pH £12 with 15% sodium hydroxide, 

10 saturated with solid sodium chloride and then extracted with chloroform (9 x 100 mL). 
The combined extracts were dried over magnesium sulfate and then concentrated under 
reduced pressure. The residue was purified by column chromatography (100 g of silica 
gel eluting with 4% methanol in chloroform containing 1% triethylamine) to provide 4.18 
g of l-[2K2-ammoethpxy)emyl]-2,6,7-trimemyl-liT-imi as a 

15 white powder, m.p. 130-133°C. 

Analysis: Calculated for Ci3H 2 iN 5 0 • 0.03 HCl: %C, 59.05; %H, 8.01; %N, 26.48; Found: 
%C, 58.70; %H, 7.99; %N, 26.37. 

l H NMR (300 MHz, CDCfe) 8 4.79 (s, 2 H), 4.43 (t, J - 5.6 Hz, 2 H), 3.75 (t J = 5.3 Hz, 2 
H), 3.38 (t, J = 5.3 Hz, 2 H), 2.78 (t, J = 5.3 Hz, 2 H), 2.59 (s, 3 H), 2.43 (d, J = 6.9 Hz, 6 
20 H),1.07(bs,2H); 

MS(CI)m/e264(M+H) 
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Example 15 

JV- {2-[2<4-Amino-2A^ 

yl)ethoxy]e1hyl}moipholine-4^aiboxamide 




o 

5 

Under a nitrogen atmosphere, 4-morpholinecarbonyl chloride (370 uL) was added 
to a solution of l-[2-(2-anntioemoxy)emyl]-2,6,7-to^ 

amine (0.757 g) in chloroform (1 1 mL) and triethylamine (520 jjL). The reaction mixture 
was stirred at ambient temperature for about 3 hours; then it was diluted with chloroform 

1 0 (20 mL) and washed with saturated sodium bicarbonate solution. The organic layer was 
dried over magnesium sulfate and concentrated under reduced pressure. The crude 
product was recrystallized from acetonitrile and dried in a vacuum oven at 60°C for 24 
hours to provide 0.7014 g of JV"-{2-[2-(4-ammo-2,6,7-trimethyl4H-im 
l-yl)e1hoxy]e1hyl}morpholine-4-carboxamide as a white powder, mp. 205-207°C. 

15 Analysis: Calculated for QuHajNeCfe • 0.05 HQ: %C, 57.15; %H, 7.47; %N, 22.22; 
Found: %C, 56.75; %H, 7.47; %N, 21.98. 

*H NMR (300 MHz, CDC1 3 ) 8 4.80 (s, 2 H), 4.45 (t, J = 5.3 Hz, 2 H), 4.30 (s, 1 H), 3.75 (t, 
J = 4.9 Hz, 2 H), 3.62 (t, J = 4.9 Hz, 4 H), 3.44 (t, J = 4.7 Hz, 2 H), 3.34 (m, 2 H), 3.09 (t, J 
= 4.7 Hz, 4 H), 2.57 (s, 3 H), 2.43 (d, J - 3.1 Hz, 6 H); 
20 MS(Cl)m/e377(M+H) 
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Example 16 

AT-{2-[2^4-Amm^ 

methylpropanamide 



Under a nitrogen atmosphere, isobutyryl chloride (330 pL, 3.15 mmol) was added 
to a solution of 1 -[2^2-ammoethoxy)ethyl]-2,6 J-trimethyl- 17y-imidazo[4,5-c]pyridin-4- 
amine (0.757 g, 2.875 mmol) in chlorofoim (11 mL) and triethylamine (520 pL> 3.78 
mmol). The reaction mixture was stirred at ambient temperature for about 3 hours; then it 
was diluted with chloroform (20 mL) and washed with saturated sodium bicarbonate 
solution. The organic layer was dried over magnesium sulfate and concentrated under 
reduced pressure. The residue was purified by column chromatography (10 g of silica gel 
eluting with 2% methanol in chloroform containing 0.5% triethylamine) to provide 0.3486 
g of iV42-[2^4-ammo-2,6,7-t^ 
methylpropanamide as a solid, m.p. 179.5-182°C. 

Analysis: Calculated for C17H27N5O2 • 0.06 HC1: %C, 60.84; %H, 8.13; %N, 20.87; 
Found: %C, 60.67; %H, 7.89; %N, 20.57. 

! H NMR (300 MHz, CDC1 3 ) 5 5.23 (bs, 1 H), 4.93 (bs, 2 H), 4.44 (t, J = 5.3 Hz, 2 H), 3.74 
(t, J = 5.6 Hz, 2 H), 3.42 (t, J- 5.3 Hz, 2 H), 3.32 (m, 2H), 2.58 (s, 3 H), 2.44 (d, J - 8.1 
Hz, 6 H), 2.15 (quintet, J = 6.7 Hz, 1 H), 1.04 (d, J = 6.8 Hz, 6H); 
MS(CI)m/e334(M+H). 

In die examples below the compounds were purified either by preparative high 
performance liquid chromatography (Method A) or by flash chromatography (Method B). 

In Method A the compounds were purified by preparative high performance liquid 
chromatography using a Waters Fraction Lynx automated purification system. The prep 




O 
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HPLC fractions were analyzed using a Micromass LC-TOFMS and the appropriate 
fractions were combined and centrifuge evaporated to provide the trifluoro acetate salt of 
the desired compound. Column: Phenomenex Luna CI 8(2), 21.2 x 50 mm, 10 micron 
particle size, 100A pore; flow rate: 25 mL/rnin.; non-linear gradient elution from 5-95% B 

5 in 12 min, then hold at 95% B for 2 min., where A is 0.05% trifluoroacetic acid/water and 
B is 0.05% trifluoro actic acid/acetonitrile; fraction collection by mass-selective triggering. 

In Method B the compounds were purified by flash chromatography using a 4 g 
silica gel cartridge (RediSep, KCO, 230-400 mesh, 6.25 cm x 1.27 cm diameter) attached 
to a gradient pump system, 254 nm UV detector and fraction collector (ISCO CombiFlash 

10 SglOOc system). The column was equilibrated with dichloromethane and the reaction 
mixture was injected onto the column. The mixture was eluted at 30 mI7minute, with a 
gradient program consisting of 100% dichloromethane for 12 seconds, a linear gradient to 
10 % methanol/dichloromethane over 1 minute and holding at 10% 
methanol/dichloromethane to elute the desired compound. Fractions were examined by 

15 thin layer chromatography and those containing the desired compound were pooled and 
evaporated In cases where the reaction mixture was a suspension, the mixture was treated 
with -125 mg of tris-(aminoethyi)amine polystyrene (Argonaut PS-Trisamine, 3.85 
meq/g), shaken for several minutes and then filtered prior to injection into the column. 

20 Examples 17-32 

The compounds in the table below were prepared using the following method. The 
appropriate acid chloride (1.1 eq.) was added to a test tube containing a solution of l-[2- 
(2-aminoethoxy)ethyl]-2,6,7-trime^ (25 mg) in 

chloroform (5 mL). The test tube was capped, vortexed and then placed on a shaker at 

25 ambient temperature overnight (-1 8 hours). The solvent was removed by vacuum 

centrifugation. The table below shows the structure of the free base (compounds purified 
by Method A were isolated as trifluoroacetate salts), the observed accurate mass and the 
purification method that was used for that particular compound. 
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NH 2 

rYV- 

"A 

O 


Example 
Number 


Re 


Accurate Mass 
(observed) 


Purification 
Method 


17 


butyl 


348.2391 


B 


18 


phenyl 


368.2095 


B 


19 


cyclohexyl 


374.2520 


B 


20 


benzyl 


382.2239 


B 


21 


4-fluorophenyl 


386.1984 


B 


22 


2-thienylmethyl 


388.1808 


B 


23 


4-cyanophenyl 


393.2031 


B 


24 


3-cyanophenyl 


393.2025 


B 


25 


2-phenylethyi 


396.2413 


B 


26 


3 -methoxyphenyl 


398.2194 


B 


27 


4-methoxyphenyl 


398.2173 


B 


28 


2-chloro-5-pyridyl 


403.1654 


B 


29 


benzyloxymethyl 


412.2364 


B 


30 


2-naphthyl 


418.2225 


B 


i 31 


3-trifluoromethylphenyl 


436.1938 


B 


32 


4-trifluoromemoxyphenyl 


452.1924 


B 
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Example 33 

(li?*;2/0-jH2-[2-(4-Ai^ 

yl)ethoxy]ethyi}-2-phenylcyclopropanecaA 




O 



Using the method of Examples 17 - 32, trans-2-phenylcyclopropylcaibonyl 
chloride was reacted with l-[2<2-aminoethoxy)e%l]-^ 

c]pyridin-4-amine to provide the desired compound The product was purified using 
Method B. The observed accurate mass was 408.2392. 

Examples 34 -50 

The compounds in 'the table below were prepared using the following method. The 
appropriate sulfonyl chloride (1.1 eq.) was added to a test tube containing a solution of 1- 
[2<2-ammoethoxy)e^ ( 25 m S) m 

chloroform (5 mL). The test tube was capped, vortexed and then placed on a shaker at 
ambient temperature overnight (-18 hours). The solvent was removed by vacuum 
centrifugation. The table below shows the structure of the free base (compounds purified 
by Method A were isolated as trifluoroacetate salts), the observed accurate mass and the 
purification method that was used for that particular compound. 
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NH 2 

°' S \ 


Example 
Number 


Ra 

- 


Accurate Mass 
(observed) 


Purification 
Method 


| 34 


ethyl 


356.1729 


A 


35 


1-methylethyl 


370.1901 


A 


36 


butyl 


384.2092 


A 


37 


phenyl 


404.1767 


B 


38 


2-thienyl 


410.1327 


B 


39 


benzyl 


418.1900 


A 


40 


3-fluorophenyl 


422.1646 


B 


41 , 


4-cyanophenyl 


429.1709 


B 


42 


3-cyanophenyl 


429.1704 


B 


43 


4-methoxyphenyl 


434.1857 


B 


44 


2,4-difluorophenyl 


440.1559 


B 


45 


1-naphthyl 


454.1910 


B 


46 


2-naphthyl 


454.1916 


B 


47 


4-trifluoromethylphenyl 


472.1639 


A 


48 


4-biphenyl 


4802050 


A 


49 


4-methylsulfonylphenyl 


482.1506 


A 


50 


4-trifluoiomethoxyphenyl 


488.1624 


A 
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Example 51 

tf-{2-[2<4-Amii^ 

dimethylsulfamide 



Using the method of Examples 34 - 50, dimethylsulfamoyl chloride was reacted 
with l-[2^2-aminoethoxy)ethyl]-2,6,74r^ to 
provide the desired compound The product was purified using Method A. The observed 
accurate mass was 371.1861. 

Example 52 

N-{2-[2<4-Amino-2,6;7-^ 



Using the method of Examples 34 - 50, D-(+)-10-camphorsulfonyl chloride was 
reacted with l-[2-(2-ammoethoxy)ethyl^ 




dimetfiyl-2K)xo-bicyclo[2^ 




NH 2 
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amine to provide the desired compound The product was purified using Method A, The 
observed accurate mass was 478.2455. 

Example 53 

5 N-{2-[2<4-Ammo-2,6;7-t^ 

(dimethylamino)phenyl](Uazenyl}bOT^esulfonamide 




Using the method of Examples 34 - 50, 4-dimethylaminoazobenzene4 , -sulfonyl 
10 chloride was reacted with l-[2<2-aminoethoxy)ethy^ 

c]pyridin-4-amine to provide the desired compound The product was purified using 
Method A. The observed accurate mass was 55 1 .255 1 . 

Examples 54 -68 

15 The compounds in the table below were prepared using the following method. The 

appropriate isocyanate (1.1 eq.) was added to a test tube containing a solution of l-[2-(2- 
ammoethoxy)e%l]-2,6,7-trim^ (25 mg) in 

chloroform (5 mL). The test tube was capped, vortexed and then placed on a shaker at 
ambient temperature overnight (-18 hours). The solvent was removed by vacuum 

20 centrifugation. The table below shows the structure of the free base (compounds purified 
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by Method A were isolated as trifluoro acetate salts), the observed accurate mass and the 
purification method that was used for that particular compound. 




Example 
Number 


Re 


Accurate Mass 
QODserveuj 


JT UXJLLL^ttULUJUL 

lYicuiou 


1 54 


1-methylethyi 




D 


j 55 


1,1-dimethylethyl 


363.2506 


B 


j 56 


butyl 


363.2511 


B 


57 


phenyl 


383.2200 


B 


58 


cyclohexyl 


389.2638 


A 


59 


ethoxycarbonyhnethyl 


393.2236 


A 


1 60 


3-cyanophenyl 


408.2141 . 


A 


f 61 


3-methoxyphenyl 


413.2319 


A 


62 


3-acetylphenyl 


425.2293 


A 


• 63 


4-(dimemylamino)phenyl 


426.2644 


A 


64 


3-(methylmio)phenyl 


429.2057 


A 


65 


2,4-dimethoxyphenyl 


443.2390 


A 


66 


phenylsulfonyl 


447.1819 


A 


! 67 


4-methylphenylsulfonyl 


461.1969 


A 


68 


2-chlorophenylsulfonyl 


481.1418 


A 
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Example 69 

JV-{2-[2^4-Ammo^^ 

yl)e1hoxy]ethyl}morpholine-4-caiboxamide 




Using the method of Examples 54 - 68, 4-morpholinecarbonyl chloride was 
reacted with l-[2-(2-aininoethoxy)e1hyl]-2,6,7-trimethyl4 

amine to provide the desired compound The product was purified using Method A. The 
observed accurate mass was 377.2295. 



Example 70 

jV42-[2K4-Aimno-2,6^ 

[(li?*^>2-pheaylcyclopropyl]urea 




Using the method of Examples 54 - 68, trans-2-phenylcyclopropyl isocyanate was 
reacted with l-[2<2-aminoethoxy)ethyl]-2,^ 
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amine to provide the desired compound. The product was purified using Method A. The 
observed accurate mass was 423.2508. 

Example 71 

5 JV4242-(4-Amino-2,6/7-^ 

methyl-JV^phenylurea 
NHL 




Using the method of Examples 54 - 68, N-methyl-N-phenylcarbamoyl chloride 
10 was reacted with l-[2-(2-aminoethoxy)ethyl]-2,6 J-trime%l-lif-inridazo[4,5-c]pyridin-^ 
amine to provide the desired compound. The product was purified using Method A. The 
observed accurate mass was 397.2343. 

Examples 72 -76 

15 The compounds in the table below were prepared using the following method. The 

appropriate isothiocyanate (1.1 eq.) was added to a test tube containing a solution of l-[2- 
(2~ammoethoxy)eth^ (25 mg) in 

chloroform (5 mL). The test tube was capped, vortexed and then placed on a shaker at 
ambient temperature overnight (-1 8 hours). The solvent was removed by vacuum 

20 centrifugation. The table below shows the structure of the free base (compounds purified 
by Method A were isolated as trifluoroacetate salts), the observed accurate mass and the 
purification method that was used for that particular compound. 
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Example 
Number 


R. 


Accurate Mass 
(observed) 


Purification 
Method 


72 


3-(dimethylamino)propyl 


436.2851 


A 


73 


phenyl 


399.1946 


A 


74 


2-furoyl 


417.1715 


A 


75 


2-phenylethyl 


4272289 


A 


76 


4-methoxyphenyl 


4292057 


A 



Example 77 

iV- {2-[2-<4-Amino-2,6 J-trimemyl-ljy-iniidazo[4,5^3pyridin-l - - 
yl)ethoxy]ethyl}methanesulfonamide 
NH 2 




Under a nitrogen atmosphere, methane sulfonic anhydride (550 mg) was added to a 
solution of l-[2<2-aminoemoxy)elhyl]-2,6 J-trimemyl-1^ 
(757 mg, 2.875 mmol), triemylamine (520 jiL) and chloroform (1 1 mL). The reaction 
mixture was allowed to stir at ambient temperature for about 3 hours. The reaction 
mixture was diluted with chloroform (20 mL) and washed with saturated sodium 
bicarbonate solution (10 mL). The organic layer was dried over magnesium sulfate and 
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then concentrated under reduced pressure to provide crude product as a light yellow oil. 
The oil was purified by column chromatography (10 g of silica gel eluting with 2% 
metomolmcblorofomcontain^^ The fractions containing 

product were combined and concentrated under reduced pressure. The residue was 
purified using Method A described above to provide 0.2753 g of iV'-{2-[2<4-amino-2,6,7- 
trmethyl-lff-inti<la^ 

Example 78 

H5<Methanesulfonyl)pentyl^ 




9 
o 

3-Chloroperoxybenzoic acid, available as an approximately 75% pure mixture 
(mCPBA), (2.727 g, 15.80 mmol) was slowly added to a solution of 2,6,74rimemyi-l-[5- 

(me%lthio)pentylHiM^ ( L442 & 4938 mmol) ' described 

in Example 12, in dichloromethane (60 mL), and the reaction was stirred for three hours. 
The volatiles were removed under reduced pressure, and the residue was dissolved in 
dichloromethane (100 mL). The solution was washed with 10% aqueous sodium 
hydroxide (2 x 100 mL), dried over magnesium sulfate, filtered, and concentrated under 
reduced pressure. The product was recrystallized first from a mixture of dichloromethane, 

hexanes, and ethanol and secondly from a mixture of methanol, ethyl acetate, and hexanes 
) to provide 0.738 g of l-[5-(methanesulfonyl)p^^^ 

c]pyridm-4-ainine as a solid, m. p. 199-200 °C. Analysis: Calculated for C15H24N4O2S: 

%C, 55.53; %H, 7.45; %N, 17.27; %S 9.88. Found: %C, 55.17; %H, 7.67; %N, 16.99; 

%S9.75. 
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Example 79 

l-[5<BenzenesuIfonyl)p^ 




The reaction was carried out as described in Example 78 with the following 
exceptions. mCPBA (2.01 g, 1 1.65 mmol) was added to a solution of 2,6 ,7-trhnethyl-l- 
[5-(phenjdtHo)pentjd]-ljy.iimdazo[4,5^]pyridm (1.32 g, 3.72 mmol), described 

in Example 13, in dichloromethane (100 mL). The crude product (1.45 g) was purified by 
column chromatography on silica gel (eluting sequentially with 99:1 
dichloromethanermethanol and 95:5 <h\Moromethane:methanol) to provide 0.245 g of 1- 
[5^benzenesuh^nyl)pentyl]-2,6,7-trmierayl^ ^ a solid> 

m. p. 166-167 °C. Analysis: Calculated for CzoHaWjS: %C, 62.15; %H, 6.78; %N, 
14.05; %S 8.30. Found: %C, 61.83; %H, 6.69; %N, 14.39; %S, 7.98. 
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Example 80 

l-[2<Benzyloxy)eth^ 

f 2 J 

o 

Part A 

5 Aqueous sodium hydroxide (510mLof 2M)was added to a solution of ethanol 

amine (61.0 g, 1.00 mol) in tetrahydrofuran (500 mL). The temperature of the reaction 
was maintained at 25 °C using a water bath. A solution of di-tert-butyl dicarhonate (218 
g, 1 .00 mol) in tetrahydrofuran (500 mL) was added dropwise over a period of one hour 
with rapid stirring, and a white precipitate formed. The reaction was stirred for 17 hours, 
10 and the tetrahydrofuran was removed under reduced pressure. The pH of the resulting 
slurry was adjusted to ~2 by adding sulfuric acid (550 mL of 1M), and the resulting clear 
solution was extracted with ethyl acetate (3 x 500 mL). The combined extracts were 
washed thrice with water and twice with brine, dried over sodium sulfate, filtered, and 
concentrated under reduced pressure to provide 142.2 g of tert-butyl 2- 
15 hydroxyelhylcarbamate as a colorless oil. 
PartB 

Benzyltrimethylammonium chloride (4.61 g, 24.8 mmol) was added to a mixture 
of fert-butyl 2-hydroxyethylcarbamate (40.0 g, 248 mmol), dichloromethane (600 mL), 
and 50% aqueous sodium hydroxide (400 mL). Benzyl bromide (29.5 mL, 248 mmol) 

20 was then added, and the reaction was stirred for three hours. Ice water was added (1 L), 
and the aqueous solution was extracted with chloroform (5 x). The combined organic 
solutions were washed with water (2 x) and brine (3 x), dried over magnesium sulfate, 
filtered, and concentrated under reduced pressure. Upon concentration, a white precipitate 
formed, and the organic solution was washed again with water (3 x 100 mL). The 

25 combined washings were extracted with chloroform (3 x 50 mL). The combined organic 
solutions were washed with brine (3 x 50 mL), dried over magnesium sulfate, filtered, and 
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concentrated under reduced pressure to provide 59.1 g of tert-butyl 2- 

(benzyloxy)ethylcarbamate as a colorless oil. 

PartC 

A solution of 7% hydrochloric acid in ethanol (245 g of -1 .6 M) was added to terf- 
butyl 2-(benzyloxy)ethylcaibamate (59.1 g, 235 mmol), and the solution was stirred at 
room temperature for 17 hours. The volatiles were removed under reduced pressure to 
provide 52.1 g of a white solid, which was recrystallized from ethyl acetate (650 mL) and 
a small amount of methanol. The crystals were isolated by filtration and dried for three 
days at 78 °C and 39.9 Pa to provide 32.2 g of 2-(benzyloxy)ethylamine hydrochloride as 
a white solid. 
PartD 

Under a nitrogen atmosphere, triethylamine (40.4 mL, 290 mmol) was added to a 
solution of 2,4-dichloro-6-methyl-3-nitropyridine (12.0 g, 58.0 mmol), prepared according 
to the general method of Part A of Example 1 using 2,4-dihydroxy-6-methyl-3- 
nitropyridine in lieu of 2,4-dihydroxy-5 ,6-dimethyl-3 -nitropyridine, in anhydrous NJf- 
dimethylformamide (DMF) (200 mL). To the resulting dark brown solution was added 2- 
(benzyloxy)ethylamine hydrochloride (11.97 g, 63.76 mmol), and the mixture was stirred 
at room temperature for 23 hours. The volatiles were then removed under reduced 
pressure, and the residue was mixed with water and ethyl acetate. The organic layer was 
washed with water (3 x 200 mL), aqueous sodium bicarbonate (2 x 200 mL), and brine (3 
x 250 mL), dried over magnesium sulfate, filtered, and concentrated under reduced 
pressure to provide a brown oil. The crude product (18.1 g) was purified by column 
chromatography on silica gel (700 g, eluting with 80:20 hexane:ethyl acetate) to provide 
an oil which was triturated with 80:20 hexane:ethyl acetate. The resulting crystals were 
isolated by filtration and dried to provide 4.7 g of [2-(bCTZ)4oxy)ethyl]-(2-chloro-6- 
methyl-3-nitropyridin~4-yl)ainine as a yellow solid. 
PartE 

Under a nitrogen atmosphere, diglyme (20 mL) was added to sodium hydride 
(0.548 g, 13.7 mmol), which is available as a 60% dispersion in mineral oil, and the 
mixture was cooled to 0 °C. A solution of phenol (1 .35 g, 14.4 mmol) in diglyme (20 mL) 
was added, and the addition flask was rinsed with additional diglyme (2x5 mL), which 
was added to the reaction flask. The reaction became homogeneous and was stirred for 30 
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minutes. Solid [2-(benzyloxy)ethyQ^ (4.2 g, 

13 mmol) was added, and the resulting dark solution was heated at 60 °C for 90 minutes. 
The reaction was allowed to cool and then slowly poured into water (500 mL) and stirred 
rapidly for 90 minutes. A yellow solid formed, which was isolated by filtration and 

5 dissolved in ethyl acetate. The solution was then dried over magnesium sulfate, filtered, 
and concentrated under reduced pressure to provide a yellow oil, which began to 
crystallize over three days. The product was triturated with hexane, and the resulting solid 
was isolated by filtration and dried for two hours under high vacuum at 55 °C to provide 
4.44 g of [2-(benzyloxy)ethylK6-me^ as a 

10 yellow solid. 
PartF 

Under a nitrogen purge, 5% platinum on carbon (1 ,0 g) and toluene (20 mL) were 
added to a Parr vessel [2-(Benzyloxy)ethyl] (6-methyl-3-nitro-2-phenoxy-pyridin-4- 
yl)amine (4.91 g, 12.9 mmol) and additional toluene (40 mL) were then added. The vessel 
1 5 was placed under hydrogen pressure (49 psi, 3.3 x 10 5 Pa) for three hours. The reaction 
mixture was filtered through a layer of CELTTE filter aid, and the filtrate was concentrated 
under reduced pressure to yield 4.9 g of //^-P-fbCTzyloxyJethjdJ-fr-methyl^- 
phenoxypyridine-3,4-diamine as a milky oil, contaminated with a small amount of toluene. 
PartG 

20 Under a nitrogen atmosphere, a solution of ^-^-(benzyloxyJethyll-^-methyl^- 

phenoxypyridine-3,4-diamine (3.80 g, 10.9 mmol), anhydrous dichloromethane (75 mL), 
and anhydrous triethylamine (1.8 mL, 13 mmol) was cooled to 5 °C. Ethoxyacetyl 
chloride (1.40 g, 1 1.4 mmol) was then added over a period of 30 seconds, and the reaction 
was stirred for 20 minutes. The reaction mixture was washed with aqueous sodium 

25 bicarbonate (3 x), and the combined aqueous washings were extracted with chloroform (3 
x). The combined organic solutions were dried over sodium sulfate, filtered, and 
concentrated under reduced pressure to provide a white powder. The powder was dried 
for three days under vacuum at room temperature to provide 4.01 g of JV-{4-[2- 
(benzyloxy)ethylamino]-6-methyl-2-^^ as a white 

30 solid. 
PartH 
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Under a nitrogen atmosphere, a solution ofiV r -{4-[2-(benzyloxy)ethylamino]-6- 
methyl-2-phenoxypyridin-3-yl} -2-ethoxyacetamide (3.98 g, 9.13 mmol) and pyridine 
hydrochloride (4.0 g, 35 mmol) in anhydrous pyridine (30 mL) was heated at reflux. After 
22 hours, an analysis by high-performance liquid chromatography (HPLQ indicated the 

5 presence of starting material, and additional pyridine hydrochloride (0.05 g, 0.4 mmol) 
was added After an additional hour, an HPLC analysis again indicated the presence of 
starting material, and additional pyridine hydrochloride (0.05 g, 0.4 mmol) was added. 
The reaction was heated at reflux for an additional four days and then was allowed to cool 
to room temperature. The volatiles were removed under reduced pressure, and the residue 

10 was dissolved in dichloromethane. The resulting solution was washed with water (3 x) 
and brine (3 x), dried over sodium sulfate, filtered, and concentrated under reduced 
pressure to provide 3.7 g of a brown oil. The oil was purified by column chromatography 
on silica gel (eluting with 95:5 dichloromethane:ethyl acetate) to provide 2.5 g of l-[2- 
(benzyloxy)ethyl]-2-(ethoxy^ as a 

15 yellow oil. 
Parti 

Ammonium acetate (25 g, 0.32 mol) and l-[2-(benzyloxy)ethyl]-2-(ethoxymethyl)- 

6- me1hyl^phenoxy-li?-iinidazo[4,5^]pyridine (2.5 g, 6.0 mmol) were heated at 150 °C 
in a sealed tube for 22 hours. The resulting solution was adjusted to pH 14 with the 

20 addition of 20% sodium hydroxide, and water (50 mL) was added. The mixture was 
stirred for several hours to provide a yellow precipitate, which was isolated by filtration. 
The precipitate (1.75 g) was recrystallized from a 50:50 mixture of hexane:ethyl acetate 
(29 mL/g), and the crystals were isolated by filtration and dried under vacuum for 23 
hours at 60 °C to provide 1.05 g of l-[2^en2yloxy)ethyl]-2-(ethoxymethyl)-6-methyl- 

25 li7-imidazo[4 5 5-c]pyridin-4-amine as small white crystals, mp. 127-128 °C. 

l H NMR (300 MHz, DMSO) 8 7.24-7.31 (m, 3H), 7.15-7.19 (m, 2H), 6.61 (s, 1H), 6.05 
(s, 2H), 4.67 (s, 2H), 4.44 (s, 2H), 4.35 (t, 5.6Hz, 2H), 3.73 (t, J= 53 Hz, 2H), 3.46 (q, 

7- 6.9 Hz, 2H), 2.29 (s, 3H), 1.09 (t, 7= 7.2 Hz, 3H); 
MS (APCI) m/z 341 (M + H) + ; 

30 Anal. Calcd for C^^O* C, 67.04; H, 7.11; N, 16.46; Found: C, 67.17; H, 7.13; N, 
16.49. 
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Example 81 

2^thoxyme%l)^me%M^ 

c]pyridin-4-amine 




5 PartA 

The preparation of tot-butyl 2-hydroxyethylcarbamate is described in Example 80, 
Part A. Benzyltrimethylammomiim chloride (18 g, 97 mmol) and 50% aqueous sodium 
hydroxide (1.5 L) were added to a solution of tert-butyl 2-hydroxyethylcarbamate (156.4 
g, 970.0 mmol) in dichloromethane (2.4 L), and the mixture was stirred rapidly. Propargyl 

10 bromide (109 mL, 979 mmol), available as an 80% solution in toluene, was then added, 
and the reaction was stirred for three hours. The layers were separated, and the aqueous 
layer was cooled to ~0 °C in an ice bath. Water was slowly added (1.2 L), and the 
aqueous solution was extracted with chloroform (2 x 300 mL). The combined organic 
solutions were washed with water (3 x 500 mL) and brine (2 x 500 mL), dried over 

15 sodium sulfate, filtered, and concentrated under reduced pressure to provide 173 g of tert- 
butyl 2-(prop-2-ynyloxy)ethylcarbamate as an orange oil, which was used without 
purification. 
PartB 

Under a nitrogen atmosphere, anhydrous triethylamine (45.5 mL, 326 mmol) and 
20 3-bromopyridine (12.9 mL, 138 mmol) were added to a solution of terf-butyi 2-(prop-2- 
ynyloxy)ethylcaibamate (26.0 g, 125 mmol) in anhydrous DMF (400 mL), and the 
reaction was heated at 80 °C. IMcMon>bis(triphenylphosphine)palladium (IT) (1.76 g, 2.51 
mmol) and copper (I) iodide (0.96 g, 5.02 mmol) were then added, and the reaction was 
heated at 80 °C for one hour. The volatiles were removed under reduced pressure, and the 
25 residual black oil was dissolved in ethyl acetate (500 mL). The solution was washed with 
dilute aqueous sodium bicarbonate (1 x 200 mL) and brine (2 x 100 mL), dried over 
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sodium sulfate, filtered, and concentrated under reduced pressure to provide a dark brown 
oil. The oil was purified by column chromatography on silica gel (350 g, eluting with 
50:50 ethyl acetate:hexane), and the resulting dark oil was dissolved in hot methanol (200 
mL) and treated with 10 g of activated charcoal. The mixture was filtered through a layer 
of CELTTE filter aid, and the filtrate was treated with additional activated charcoal (10 g) 
and filtered in the same way to provide 25.4 g of tert-butyl {2-[3-(pvridin-3-yi)prop-2- 
ynyloxy] ethyl} carb amate as a light amber-colored oil. 
Parte 

Under a nitrogen purge, 10% paUadium on carbon (5.0 g) and 2-propanol (20 mL) 
were added to a pressure vessel. A solution of tert-butyi {2-[3-<pyridm-3-yI)prop-2- 
ynyloxy]ethyl}carbamate (22.7 g, 82.1 mmol) in methanol (200 mL) were then added. 
The vessel was purged three times with nitrogen and then placed under hydrogen pressure 
(50 psi, 3.4 x 10 5 Pa) for five hours. The reaction inixture was filtered through a layer of 
CELTfE filter aid, and the filtrate was concentrated under reduced pressure to yield 21 .3 g 
of tert-butyl {2-[3-(pyridin-3-yl)propoxy]ethyl}carbamate as a brown oil. 
PartD 

A solution of tert-butyl {2-[3-(pyridm-3-yl)p^ (21 . 3 
g, 76.0 mmol) in methanol (50 mL) was cooled to 6 °C. A solution of 4 M hydrochloric 
acid in dioxane (1 14 mL, 456 mmol) was added over a period often minutes, and the 
reaction was stirred for six hours. The volatfles were removed under reduced pressure, 
and the residue was dissolved in water (200 mL). The solution was washed with 
dichloromethane (2 x 100 mL), and then adjusted to pH 14 with the addition of 20% 
aqueous sodium hydroxide (100 mL). The basic solution was then extracted with 
chloroform (5 x 100 mL). The combined extracts were washed with brine (2 x 100 mL), 
dried over magnesium sulfate, filtered, and concentrated under reduced pressure to provide 
a dark oil (8.5 g). The basic solution was then extracted with chloroform for six hours 
using a continuous extractor. The extracts were concentrated under reduced pressure to 
provide a yellow oil (1 g). The oils were wmibined and purified by distfllation (108-110 
e C at 2. 1 x 10 2 Pa) to yield 7.74 g of 2-[3-(pyridm-3-yl) P iopoxy]emylainine as a pale 
yellow oil. 
PartE 
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Under a nitrogen atmosphere, triethylamine (6.1 mL, 44 mmol) was added to a 
solution of2,4^cMoro-6-methyl-3-nitropyridine (7,50 g, 36.2 mmol), prepared as 
described in Part A of Example 1, in anhydrous DMF (160 mL). Neat 2-[3-(pyridin-3- 
yl)propoxy]ethylamine (6.60 g, 36.6 mmol) was then added, and the mixture was stirred at 

5 room temperature for 1 .5 hours. The volatiles were then removed under reduced pressure, 
and the residue was dissolved in chloroform. The solution was washed with 2% aqueous 
potassium bicarbonate (1 x), water (1 x), and brine (1 x), dried ova: sodium sulfate, 
filtered, and concentrated under reduced pressure to provide an oil. The crude product 
was purified by column chromatography on silica gel (600 g, eluting with methanohethyl 

10 acetate in various ratios) to afford an oil which was dried under reduced pressure to yield 
4.9 g of (2^Moio^-methyl-3-mtrop)ridm^ 
PartF 

The general method described in Part B of Example 80 was used with the 
following modifications. A solution of phenol (1.45 g, 15.4 mmol) in diglyme (10 mL) 

15 was added to a cooled mixture of Ihe sodium hydride dispersion (0.59 g, 14.7 mmol) in 
diglyme (15 mL), and the addition flask was rinsed twice with diglyme (5 mL), which was 
added to me reaction. A solution of (2<Moro^-methyl-3-mtropyridin-4-yl)-{2-[3- 
(pyridm-3-yl)propoxy]emyl}amine (4.9 g, 14 mmol) was added, and the reaction was 
heated at 60 °C for 20 hours. Additional reagent prepared from phenol (0.50 g, 5.3 mmol) 

20 and 60% sodium hydride (0.21 g, 5.3 mmol) in diglyme was added, and the reaction was 
heated at 60 °C for 2.5 hours. The reaction was allowed to cool to room temperature and 
slowly added to 800 mL of water and stirred for one hour to form a bright yellow solid. 
The solid was isolated by filtration and washed with hexane (50 mL) to provide 7.4 g of 
(6-memyi-3-mtro-2-phenoxypy^^ 38 a 

25 yellow solid contaminated with water. 
PartG 

Under a nitrogen purge, 5% platinum on carbon (2.0 g), toluene (5 mL), and 2- 
propanol (5 mL) were added to a Parr vessel. A solution of (6-methyl-3-nitro-2- 
phenoxypyridm^yl>{2-[3^yridm-3-yl)propoxy]emyl}a (5.71 g, 14.0 mmol) in 
30 toluene (45 mL) was then added. The vessel was placed under hydrogen pressure (49 psi, 
3.4 x 10 s Pa) for three hours. An analysis by hquid chromatography/mass spectrometry 
indicated the presence of starting material, and additional 5% platinum on carbon (0.1 g) 
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was added The reaction was continued for an additional 6 hours. The reaction mixture 
was filtered through a layer of CELTTE filter aid, and the filtrate was concentrated under 
reduced pressure to yield 5.2 g of 6-methyl-2-phenoxy-JV 4 -{2-[3-(pyridin-3- 
yl)propoxy]efhyl}p)ddine-3,4-^amine as a dark oil 
5 PartH 

Under a nitrogen atmosphere, a solution of 6-methyl-2-phenoxy-JV 4 -{2-[3-(pyridin- 

3- j4)propoxy]ethyl}pyridine~3 3 4-diainine (5.2 g, 14 mmol), anhydrous dichloromethane 
(40 mL), and anhydrous triethylamine (2.3 mL, 16.5 mmol) was cooled to 5 °C. A 
solution of ethoxyacetyi chloride (1.77 g, 14.4 mmol) in dichloromethane (10 mL) was 

10 then added over a period of ten minutes, and the reaction was stirred for 30 minutes. The 
reaction mixture was diluted with dichloromethane (25 mL), washed with aqueous 
saturated sodium bicarbonate (3 x) and brine (3 x), dried over sodium sulfate, filtered, and 
concentrated under reduced pressure to provide 5.8 g of 2-ethoxy-iV-(6-methyl-2-phaioxy- 

4- {2-[3-(pyridin-3-yl)propdxy]^ as an oil. 
15 Parti 

Under a nitrogen atmosphere, a solution of 2-ethoxy-iV-{6-methyl-2-phenoxy-4- {2- 
[3^yridkO-yl)propoxy]ethyiamino}^ (3.70 g, 7.96 mmol) and 

pyridine hydrochloride (3.70 g, 32.0 mmol) in anhydrous pyridine (25 mL) was heated at 
140 °C for 38.5 hours and then was allowed to cool to room temperature. The volatiles 

20 were removed under reduced pressure, and the residue was dissolved in dichloromethane. 
The resulting solution was washed with saturated aqueous sodium bicarbonate (1 x), water 
(1 x) and brine (1 x), dried over sodium sulfate, filtered, and concentrated undo: reduced 
pressure to provide 4.13 g of a brown oil. The crude product was purified by column 
chromatography on silica gel (220 g, eluting with ethyl acetate) to provide 2.72 g of 2- 

25 (ethoxymethyl)-6-methyl-4-phenoxy-l- {2-[3-(pyridin-3-yl)propoxy] ethyl} -ltf- 
imidazo[4,5-c]pyridine as an oil. 
Part J 

Ammonium acetate (27.0 g, 0.350 mol) and 2-(ethoxymethyl>6-methyl-4- 
phenoxy4-{2-[3^pyridin-3-yl)p^ (2.72 g, 6.09 

30 mmol) were heated at 155 °C in a sealed tube for 21.5 hours. The solution was allowed to 
cool to room temperature and adjusted to pH 14 with the addition of 1 N sodium 
hydroxide. The solution was extracted with dichloromethane (3 x). The combined 
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extracts were washed with water (3 x) and brine (3 x), dried over sodium sulfate, filtered, 
and concentrated under reduced pressure to provide 2. 19 g an amber-colored oiL The 
crude oil was purified by column chromatography on silica gel (200 g, eluting with 89:1 1 
ethyl acetatermethanol) to provide 0.858 g of an oil. The oil was dissolved in 2-propanol 

5 treated with a 1 .0 M solution of hydrochloric acid in diethyl ether (4.64 mL), and the 
resulting salt was recrystallized from 2-propanol. The salt was treated with aqueous 
sodium hydroxide to make the free base, which was isolated by filtration and dried for 48 
hours at 80 °C to yield 0.348 g of 2-(ethoxyme%l)-6-methyM^ 
yl)propoxy]ethyl}-l#-ii^ as a colorless oil. 

10 *H NMR (300 MHz, DMSO) 8 8.36 (d, J= 4.4 Hz, 1H), 8.309 (s, 1H), 7.39 (d, J= 7.5 Hz, 
1H), 7.20-7.24 (m, 1H), 6.64 (s, 1H), 6.10 (s, 2H), 4.69 (s, 2H), 4.32 (t, J= 5.3 Hz, 2H), 
3.65 (t, J= 5.3 Hz, 2H), 3.50 (q, J= 7.1 Hz, 2H), 3.30 (t, J= 6.24 Hz, 2H), 2.47 (t, J= 8.1 
Hz, 2H) 2.31 (s, 3H), 1.70 (p, J= 7.5, 6.2 Hz, 2H), 1.12 (t, J= 639 Hz, 3H); 
MS (APCI) m/z 341 (M + H) + ; 

15 Anal. Calcd for CioH^NsCVO.S H 2 0: C, 62.58; H, 7.51; N, 18.24; Found: C, 62.85; H, 
7.6; N, 18.12. 

Example 82 

2-(Ethoxymethyi)-6,7-d^^ 
20 c]pyridin-4-amine 




Part A 

* 2-[3-(l,3-TMazol-2-yl)propoxy]ethylamine was prepared using the general 
25 methods of Parts A through D of Example 8 L la Part B terf-butyl 2-(prop-2- 

ynyloxy)ethylcaibamate (151.2 g, 0.759 mol) was coupled with 2-bromothiazole (124 g, 
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0.759 mmol) in lieu of 3-bromopyridine. After Part D, the product was purified by 
distillation (113-1 15 °C at 1.7 x 10 2 Pa) to yield 43 g of the desired product as an oil. 
PartB 

Under a nitrogen atmosphere, triethylamine (3.4 mL, 24 mmol) was added 
5 dropwise to a solution of 2,4-dicmorc-5,6Hhme1hyl-3-mtropyridine (4.50 g, 20.4 mmol) in 
anhydrous DMF (45 mL). 2-[3KU-TWa2»l-2-yl)prci)oxy]emylannne (4.55 g, 24.4 
mmol) was then added, and the addition funnel was rinsed with additional DMF (15 mL). 
The reaction was heated at 60 °C for 3.5 hours. -The volatiles were then removed under 
reduced pressure, and 1he residue waapartitioned between water (100 mL) and diethyl 

10 ether (250 mL). The organic layer was washed with water (2 x 50 mL) and brine (3 x 50 
mL), dried over magnesium sulfate, filtered, and concentrated under reduced pressure to 
provide an orange oil. The crude product (7.41 g) was purified by column 
chromatography on silica gel (375 g, eluting with 50:50 hexane.ethyl acetate) to provide a 
solid, which was dried overnight under high vacuum at room temperature to provide 4.6 g 

15 of (2-cmoro-5,6-dimemyl-3-mtropyridm-4-yl> 
yl)propoxy]etoyl}amine as a yellow solid. 
PartC 

The method described in Example 80, Part E was used with the following 
exceptions. A solution of phenol (2. 1 1 g, 22.4 mmol) in diglyme (5 mL) was added to the 
20 sodium hydride dispersion (0.87 g, 22 mmol) in diglyme (10 mL). A solution of (2- 
cMoro-5,6^dmiemyl-3-mtr()pyridm-4-yl>{2-p 

g, 15 mmol) in diglyme (25 mL) was added, and the addition flask was rinsed with 
additional diglyme (2x5 mL), which was added to the reaction flask. The resulting 
amber solution was heated at 110 °C for 3.25 hours and then allowed to cool to room 

25 temperature. The volatiles were removed under reduced pressure, and the residue was 
dissolved in ethyl acetate (100 mL). The solution was washed with saturated aqueous 
ammonium chloride (1 x 50 mL), 1 N potassium hydroxide (2 x 50 mL), and brine (2 x 50 
mL), and then dried over magnesium sulfate, filtered, and concentrated under reduced 
pressure to provide an oil. The oil was dried for three days under high vacuum at room 

30 temperature to provide 4.7 g of (2,3^iimefoyl-5-mta>-6-phenoxypyridm 
tMazol-2-yl)propoxy]e%l} amine as an oil 
PartD 
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Under a nitrogen purge, 5% platinum on carbon (0.5 g) and toluene (5 mL) were 
added to a pressure vessel. A solution of (2^^ethyl-5-mtro-6^phenoxypyridin-4-yl)- 
{2-[3<l,3-1hiazol-2-yl)propoxy]emyl}annne (4.7 g, 11 mmol) in toluene (35 mL) was 
then added. The vessel was placed under hydrogen pressure (50 psi, 3.4 x 10 5 Pa) for 24 
5 hours. The reaction mixture was filtered through a layer of CELITE filter aid, and the 
filtrate was concentrated under reduced pressure to yield 4.12 g of 5,6-dimethyl-2- 
phenoxy-J^-{2-[3Kl,3-thiazol-2-yl)propoxy]emyl}pyridm^ as apale yellow 

oil. 
PartE 

10 Under a nitrogen atmosphere, a solution of 5,6^dimethyl-2-phenoxy-iV 4 -{2-[3-(l,3- 

1hiazol-2-yl)propoxy]^ (4-12 g, 10.3 mmol) and pyridine 

hydrochloride (0.024 g, 021 mmol) in pyridine (30 mL) was cooled to 7 °C. Ethoxyacetyl 
chloride (1.33 g, 10.9 mmol) was added, and the reaction was stirred for 30 minutes. The 
cloudy solution was then heated at 100 °C for 20 hours and then allowed to cool to room 
15 temperature. The volatiles were removed under reduced pressure, and the residue was 
partitioned between water and dichloromethane. The organic layer was washed with 
potassium carbonate (2 x 50 mL) and brine (2 x 50 mL), dried over magnesium sulfate, 
filtered, and concentrated under reduced pressure. The resulting oil was triturated with 
heptane to provide a solid that was isolated by filtration. 2^moxymemyWHiimethyl- 
20 4-phenoxy-l-{2-[3<l,3-tMazol-2^ ( 3 - 68 
was obtained as a tan solid. 
PartF 

Ammonium acetate (37 g, 0.48 mol) and 2<emoxymemyl)^,7-dimemyl-4- 
phenoxy4-{243^1,3-tmazol-2-yl)propoxy]emyl}-m-mnto (3.68 g, 

25 7.89 mmol) were heated at 150 °C in a sealed tube for 29.5 hours. The resulting solution 
was allowed to cool and the pH was adjusted to 14 with the addition of 1 N potassium 
hydroxide. The solution was stirred for one hour and was men extracted with ethyl acetate 
(1 x 200 mL). The extract was washed with 1 N potassium hydroxide (3 x 50 mL) and 
brine (3 x 50 mL), dried over magnesium sulfate, filtered, and concentrated under reduced 
30 pressuretoprovideabrownsolid. The solid was triturated with diethyl emer, isolated by 
filtration, and purified hy column chromatography on silica gel (lOOg, eluting with 96:4 
mchlorometfaanemethanol) to provide an oU, which was triturated with hexane to form a 
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solid (0.60 g). The solid was dissolved in ethyl acetate, filtered through a 4 um syringe 
filter, and concentrated under reduced pressure to provide a solid. The solid was triturated 
with hexane, isolated by filtration, and dried to provide 0.446 g of 2-(ethoxymethyl)-6,7- 
dimethyM-{2-[3^1,3-ttta2»l-2-yl^ as a 

5 white powder, mp. 91-92 °C. 

l H NMR (300 MHz, DMSQ) 8 7.66 (d, J= 3.7 Hz, 1H), 7.53 (d, J= 3.1 Hz, 1H), 5.77 (s, 
2H), 4.69 (s, 2H), 4.53 (t, J= 5.a6 Hz, 2H), 3.70 (t, J= 5.6 Hz, 2H), 3.50 (q, /= 7.0 Hz, 
2H), 3.38 (t, /= 5.9 Hz, 2H), 2.89 (t, J= 7.5 Hz, 2H), 2.38 (s, 3H), 2.3 1 (s, 3H), 1.86 (p, J 
= 7.5, 62 Hz, 2H) 1.13 (t, J= 6.9 Hz, 3H); 

10 MS (APCI) m/z 390 (M + H) + ; 

Anal. Calcd for Ci^BbNsQzS: C, 58.59; H, 6.99; N, 17.98; Found: C, 58.53; H, 7.01; N, 
17.88. 

Example 83 

15 6,7-Dime1hyl-l-{2-[3-(l,3-thi^ 

hydrochloride 
NHL, 



20 yl)propoxy]ethyl}pyridine-3,4HKainine is described in Example 82, parts A through D. 
Under a nitrogen atmosphere, a solution of 5,6^ime%l-2-phenoxy-iV 4 -{243Kl»3-thiazol- 
2-yl)propoxy]emyl}pyridme-3,4H3iarnine (2.9 g, 7.3 mmol), pyridine hydrochloride (0.017 
g, 0.145 mmol), and triethylorthoformate (1.8 mL, 1 1 mmol) in toluene (75 mL) was 
heated at reflux for 30 minutes. The volatiles were removed under reduced pressure, and 

25 the residue was dissolved in dichloromethane. The resulting solution was washed with 
saturated aqueous sodium bicarbonate (2 x 20 mL) and brine (2 x 50 mL), dried over 




Part A 



The preparation of 5,6-dimemyl-2-phmoxy-iV 4 -{2-[3-(l^-uiiazol-2- 



194 



WO 03/103584 



PCT/US03/17659 



sodium sulfate, filtered, and concentrated under reduced pressure to provide an oil. The 
oil was triturated with diethyl ether to form a solid that was isolated by filtration to 
provide 2.15 g of 6,7-4ime%l^phenoxy^-{2-[3^1,3-to 
imidazo[4,5-c]pryridine as an off-white powder. 
5 PartB 

Ammonium acetate (15.9 g, 0.206 mol) and 6,7-dimethyl-4-phenoxy-l- {2-[3-(l,3- 
thiazol-2-yl)propoxy]e^ (1.59 g, 3.89 mmol) were heated 

at 1 50 °C in a sealed tube for 20 hours. The amber-colored solution was allowed to cool 
to room 'temperature and diluted with water (10 mL). The resulting solution was adjusted 

10 to pH 14 with the addition of 20% sodium hydroxide and stirred for 30 minutes. The 
solution was extracted with dichloromethane (3 x 30 mL). The combined extracts were 
washed with brine (3 x 25 mL), dried over sodium sulfate, filtered, and concentrated under 
reduced pressure to provide an oil. Diethyl ether was added to the oil and subsequently 
removed under reduced pressure to provide a solid, which was purified by column 

15 chromatography on silica gel (eluting with 95:5 dichloromethane:methanol) to provide 
two portions of slightly impure product. One portion (0.13 g) was treated with a 1.0 M 
solution of hydrochloric acid in diethyl ether (1 equivalent), and the resulting salt was 
recrystallized from 2-propanol to provide 0.056 g of 6,7-Kiimethyl-l-{2-[3-(l,3-^ 
yl)propoxy]ethyl}-12f-imida^^ as a white powder, 

20 decomp, -180 °C. 

l H NMR (300 MHz, DMSO) 5 13.52 (m, 1H), 8.32 (s, 1H), 8.03 (s, 1H), 7.65 (d, J= 3.1 
Hz, 1H), 7.54 (d, J= 3.7 Hz, 1H), 4.61 (t, J= 5.0 Hz, 2H), 3.73 (t, J= 5.0 Hz, 2H), 3.40 (t, 
/= 5.9 Hz, 2H), 2.84 (t, J= 7.5 Hz, 2H), 2.44 (s, 3H), 2.42 (s, 3H), 1.84 (p, J= 7.5, 6.2 
Hz,2H); 

25 MS (APCI) m/z 332 (M + H) + ; 

AnaL Calcd for Ci6H 2 iN 5 OS«HCN0.5 H 2 0: C, 50.99; H, 6.15; N, 18.58; Found: C, 50.93; 
H, 6.00; N, 18.55. 
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Example 84 

6J-Dmethyl-l-[2-(pyridm^ 

NH 2 




Part A 

5 The general methods described in Parts A and Bin Example 80 were employed to 

convert ethanol amine (40.00 g, 655 mmol) to tert-butyl (2-pyridin-4- 
ylmethoxy)ethylcarbamate. In Part B, 4-(chloromethyI)pyridine hydrochloride (1 02 g, 
633 mmol) was used in lieu of benzyl bromide. 
PartB 

10 To a solution of terr-butyl (2-pyri(im^-yhnemoxy)ethyl(»rbamate (157 g, 622 

mmol) was added a solution of 25% by volume hydrochloric acid in anhydrous ethanol 
(1600 mL) at 0 °C, and the reaction was allowed to warm to room temperature and stirred 
overnight. The volatiles were removed under reduced pressure, and the residue was 
dissolved in water (1 L). The solution was washed with dichloromethane (2 x 500 mL), 

15 and men adjusted to pH 13 with the addition of solid potassium carbonate and 50% 

aqueous sodium hydroxide. The basic solution was then extracted with chloroform (2 x 
2000 mL) and overnight using a continuous extractor. The combined extracts were 
concentrated under reduced pressure to a volume of 2 L, washed with brine (2 x 1000 
mL), dried over sodium sulfate, filtered, and concentrated under reduced pressure to 

20 provide a yellow oil (83.2 g). The oil was purified by distillation (103-105 °C at 63 Pa) to 
yield 47.5 g of 2-(pyridm-4-ylmefooxy)emylamine as a colorless oiL 
PartC 

Under a nitrogen atmosphere, triemylainine (7.4 mL, 53 mmol) was added to a 
solution of 2,4-dicWoro-5,6-dimemyl-3-mtropyridine (9.78 g, 44.2 mmol) in anhydrous 
25 DMF (200 mL). 2-(Pyridm-4-yImethoxy)ethylamine (6.8 g, 45 mmol) was added, and the 
reaction was stirred at room temperature for 17.5 hours. The reaction solution was slowly 
added to water (1.8 L) and stirred for two hours to form a precipitate, which was isolated 
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by filtration and washed with cold hexane (200 mL). The solid was dried under reduced 
pressure for one hour to provide 10.15 g of (2-cUoro-5 > 6-dimethyl-3-nitropyridin-4-yl)-[2- 
(pyridin^ylmethoxy)e1hyl]aniine as a yellow solid. An analysis by HPLC indicated that 
starting material and an isomer were present as impurities. 
5 PartD 

Under a nitrogen atmosphere, diglyme (25 mL) was added to sodium hydride (1.81 
g, 45.2 mmol), which is available as a 60% dispersion in mineral oil, and the mixture was 
cooled to 5 °C. A solution of phenol (4.54 g, 48.2 mmol) in diglyme (50 mL) was added 
dropwise over a period of 15 minutes. The reaction became homogeneous after 15 

10 minutes. A solution of (2^Moro-5,6-Klimethyi-3-nito^ 

yhnethoxy)ethyl]amine (10.15 g, 30.14 mmol) was added, and the reaction was heated at 
160 °C for 13 hours. An analysis by HPLC indicated the presence of starting material. 
Additional phenol (3.12 g, 33.2 mmol) was added to 60% sodium hydride (1.24 g, 31.1 
mmol) in diglyme, and the mixture was stirred until it became homogeneous. This 

15 solution was added to the cooled reaction flask, and the reaction was heated at 160 °C for 
9.5 hours. The reaction was allowed to cool to room temperature, and the volatiles were 
removed under reduced pressure to provide a black oil. The oil was dissolved in ethyl 
acetate, and the solution was washed with 1 N potassium hydroxide (3 x) and brine (3 x), 
dried over magnesium sulfate, filtered, and concentrated under reduced pressure. The 

20 crude product was purified by column chromatography on silica gel (eluting with 80:20 
ethyl acetateihexane) to provide 2.47 g of (2,3-4imeth>i-5-nitro-6-phenoxyp}Tidin-4-yl)- 
[2^yridin^ylmethoxy)ethyl]amine. 
PartE 

The procedure described in Part F of Example 80 was followed using (2,3- 
25 dimethyl-5-nitro-6-phenoxypyridin^-yl>[2-(pyridm^ (2.47 g, 

6.26 mmol) as the starting material. The reaction product, 5,6-dimethyl~2-phenoxy-//-[2- 
(pyridin^ylmethoxy)ethy^ (1,99 g), was obtained as an amber- 

colored oil. 
PartF 

30 Under a nitrogen atmosphere, pyridine hydrochloride (0.013 g, 0.1 1 mmol) and 

triethylorthoformate (1.4 mL, 8.2 mmol) were added to a solution of 5,6-dimethyl-2- 
phenoxy-i/-[2-(pyridm-4-y^ (1.99 g> 5.46 mmol) in 
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toluene, and the reaction was heated at 84 °C for one hour. The volatiles were removed 
under reduced pressure to provide a solid (2.0 g), which was purified by column 
chromatography on silica gel (70 g, eluting with ethyl acetate). The resulting solid was 
dried to yield 1.52 gof 6J^emyl^phenoxy.l.[2^yridm^yhnemoxy)ethyl3-lff- 
inudazo[4,5-c]pyridine as a white solid. 
PartG 

Ammonium acetate (15 g, 0.19 mol) and 6,7-^ethyl-4-phenoxy-l.[2-(pyridm-4- 
ylmemoxy)emyl]-lff-imidazo[4,5^]pvridine (1.52 g, 4.06 mmol) were heated at 155 °C 
in a sealed tube for 23.5 hours. The solution was allowed to cool to room temperature and 
adjusted to pH 14 with the addition of 1 N sodium hydroxide. The solution was extracted 
with dichloromethane, and the combined extracts were washed with aqueous sodium 
bicarbonate (1 x), water (1 x), and brine (2 x), dried over sodium sulfate, filtered, and 
concentrated under reduced pressure to provide an orange solid. The solid was 
recrystallized from acetonitrile and then from 2-propanol to yield 0.407 g of a white solid, 
which was further purified by column chromatography on silica gel (treated with 
(fiethylamine, eluting with 95:5 mchloromethane:methanol). The product was washed 
with water, isolated by filtration, and dried to provide 0.247 g of 6,7-dimethyl-l-[2- 
(pvridm^ymiemoxy)emyl]-lH-imidazo[4,5-c]pyri as a white powder, mp 

195-196 °C. 

! H NMR (300 MHz, DMSO) 8 8.45 (d, /= 5.6 Hz, 2H), 7.93 (s, 1H), 7.14 (d, J= 6.2 Hz, 

2H), 5.75 (s, 2H), 4.56 (t, 5.3 Hz, 2H), 4.5 1 (s, 2H), 3.79 (t, J= 5.3 Hz, 2H), 2.35 (s, ' 

3H),2.30(s,3H); 

MS (APCI) m/z 298 (M + H) + ; 

Anal. Calcd for CftsNsO: C, 64.63; H, 6.44; N, 23.55; Found: C, 64.42; H, 6.64; N, 
23.31. 
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Example 85 

l-[5-(4-CMorobenzenesulfony^ 

4-amine 




5 Part A 

Under a nitrogen atmosphere, triethylamine (65.0 mL, 475 mmol) was added to a 
solution of 2,4^cMoro~5,6-dimethyl-3-ni^ (70.0 g, 317 mmol) in anhydrous 

DMF (760 mL), and the reaction was stirred for 15 minutes. A solution of 5-amino-l- 
pentanol (35.9 g, 348 mmol) in anhydrous DMF (200 mL) was slowly added over a period 

10 of 2 hours, and the reaction was stirred overnight at room temperature. A white precipitate 
had formed and was removed by filtration. The filtrate was concentrated under reduced 
pressure to provide an orange-red oil, which was dissolved in ethyl acetate (600 mL). The 
solution was washed with water (3 x 60 mL), dried over magnesium sulfate, filtered, and 
concentrated under reduced pressure to provide 96.7 g of an orange solid. The solid was 

1 5 recrystallized twice from a mixture of ethyl acetate and hexanes to afford a yellow solid, 
which was isolated by filtration and washed with cold hexanes to provide 44.6 g of 5-(2- 
cMoro-5,6-dimethyl-3-nitrop^ as a yellow solid. 

PartB 

Under a nitrogen atmosphere, tetrahydrofuran (THF) (150 mL) was cooled to 0 °C. 

20 Sodium hydride (9.30 g, 233 mmol), available as a 60% dispersion in mineral oil, was 
added with stirring. A solution of phenol (21.1 g, 225 mmol) in THF (80 mL) was added 
dropwise over a period of one hour* A solution of 5-(2-chloro-5,6-dimethyl-3- 
mtropyridin-4--ylamino)pentan-l-ol (44.5 g, 155 mmol) in THF (80 mL) was then added 
dropwise over a period of 40 minutes. The reaction was allowed to warm to room 

25 temperature and heated at reflux overnight. An analysis by thin layer chromatography 
(TLC) indicated that the reaction was incomplete. Additional reagent was prepared as 
described above by adding phenol (7.1 g, 75 mmol) to sodium hydride (3.2 g, 80 mmol) in 
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THF (50 mL), and the reagent was added to the reaction solution at room temperature. 
The reaction was heated at reflux overnight and then allowed to cool to room temperature. 
Water (50 mL) was added, and the solvent was removed under reduced pressure. The 
aqueous solution was extracted with ethyl acetate. The organic solution was washed with 

5 water (3 x) and brine (1 x), dried over magnesium sulfate, filtered, and concentrated under 
reduced pressure to provide the crude product The crude product was purified twice by 
column chromatography on silica gel (eluting sequentially with 50:50 hexane:ethyl acetate 
and 25:75 hexane:ethyl acetate) to provide 40.24 g of 5-(2,3-diniethyl-5-nitro«6-phenoxy- 
pyridin-4-jdamino)pentan-l-ol as a yellow oil. 

10 PartC 

Under a nitrogen atmosphere, a solution of 5^2,3-dimethyl-5-nitro-6-phenoxy- 
pyridin-4-ylamino)pentan-l-ol (40.24 g, 1 14.6 mmol) in dichloromethane (350 mL) was 
cooled to 0 °C. Thionyl chloride (12.5 mL, 172 mmol) was added dropwise, and the 
reaction was heated at reflux for one hour. The reaction was cooled to 0 °C, and water 

15 (200 mL) was slowly added followed by solid sodium bicarbonate until the pH of the 
solution was basic. The solvent was partially removed under reduced pressure, and the 
aqueous solution was extracted with ethyl acetate (500 mL). The combined organic 
solutions washed with saturated aqueous sodium bicarbonate (3 x 50 mL), water (1 x 50 
mL), and brine (2 x 20 mL), and then dried over magnesium sulfate, filtered, and 

20 concentrated under reduced pressure to afford a yellow oil, which crystallized overnight 
The solid was dried for one hour in a vacuum oven at 70 °C to provide 40.1 g of (5- 
cUoropentyl)-(2,3-dimethyl-5-nito as a yellow solid. 

PartD 

A solution of sodium diflrionite (90.5 g, 520 mmol), available as approximately 
25 85% pure sodium hydrosulfite, in water (200 mL) was added to a solution of (5- 

cMoropentyl)-(2,3-dimethyl-5-m^ (37.8 g, 104 mmol) in 

ethanol (575 mL), and the mixture was stirred rapidly for five hours. The mixture did not 
become homogeneous, and additional ethanol (200 mL) was added. The mixture 
remained heterogeneous and was separated into two batches. A solution of sodium 
30 dithionite (40 g, 230 mmol) in water (150 mL) was partitioned evenly between the two 
batches, and the reactions were stirred for an additional hour. An analysis by TLC 
indicated that the reactions were complete. A white solid was removed from the reaction 
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mixtures by filtration and was washed with methanol. The solvents were removed under 
reduced pressure, and the residue was partitioned between dichloromethane (400 mL) and 
water (100 mL). Saturated aqueous sodium bicarbonate was added to the aqueous layer 
until it was basic, and the resulting solution was extracted with dichloromethane (2 x 100 
5 mL). The combined organic extracts were washed with brine, dried over magnesium 
sulfate, filtered, and concentrated under reduced pressure to provide 34.7 g of iV 4 -<5- 
cMoropentyl)-5,6-dimemyl-2-phero as an orange-red liquid 

PartE 

Under a nitrogen atmosphere, pyridine hydrochloride (4.2 g, 36.4 mmol) was 
10 added in small amounts to a solution of JV*^5-cMoropentyl>5,6-(limethyl-2- 
phenoxypyridme-3,4-m-amine (32.4 g, 97.0 mmol) in toluene (500 mL). 
Trimethylormobutyrate (17 mL, 107 mmol) was then added, and the reaction was heated 
at reflux for two hours. The solvent was removed under reduced pressure, and the residue 
was dissolved in ethyl acetate (500 mL). The solution was washed with water (3 x 80 mL) 

15 and brine (1 x 40 mL), dried over magnesium sulfate, filtered, and concentrated under 
reduced pressure to afford an oil, which was dissolved in hexanes (20 mL) and 
concentrated under reduced pressure to provide an off-white solid. The crude solid was 
purified by column chromatpgraphy on silica gel (eluting with 2:1 hexane:ethyl acetate) to 
provide 30.8 g of H5-cWoropentyl)-6,7-dunemyl-4-phenoxy-2-propyl-lF-im 

20 c]pyridine as white crystals. 
PartF 

Under a nitrogen atmosphere, a solution of 4-chlorobenzenethiol (868 mg, 6.00 
mmol) in DMF (5 mL) was added to a mixture of sodium hydride (60% dispersion, 240 
mg, 6.00 mmol) in DMF (15 mL); the reaction became homogeneous and was stirred for 

25 15 minutes. Solid l-(5-cblor<jpentyl)-6,7-du^^ 

c]pyridine (1.93 g, 5.00 mmol) was added in small amounts, and the reaction was stirred 
for 1.5 hours. Water (25 mL) was added, and the resulting solution was extracted with 
ethyl acetate (3 x 50 mL). The combined extracts were washed with water (5 x 30 mL) 
and brine (2x10 mL), dried over magnesium sulfate, filtered, and concentrated under 

30 reduced pressure to provide a colorless oil, which crystallized overnight The solid was 
dried for three hours under high vacuum to provide 2.58 g of l-[5-(4- 
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cMorophenylsulfanyl)pent^ 
c]pyridine as a white solid. 
PartG 

Under a nitrogen atmosphere, a solution of l-[5-(4-chlorophenylsulfanyl)pentyl]- 
5 6 ,7-«hmemyl4-phenoxy-2-propyl-li^^^ C 2 - 47 & 5 - 00 mmo1 ) ^ 

chloroform (25 mL) was cooled to 0 °C. mCPBA (2.47 g, 1 1 mmol) was added in one 
portion, and the cloudy reaction was stirred for 30 minutes at room temperature. The 
volatiles were removed under reduced pressure, and the residue was partitioned between 
ethyl acetate (300 mL) and saturated aqueous sodium bicarbonate (75 mL). The organic 
10 layer was washed with saturated aqueous sodium bicarbonate (5x30 mL), water (2 x 30 
mL), and brine (2x10 mL), and then dried over magnesium sulfate, filtered, and 
concentrated under reduced pressure to provide a solid. The product was triturated with 
ethyl acetate, isolated by filtration, and dried under high vacuum to provide 2.31 g of l-[5- 
(4^Morobenzenesulfonyl)pen^ 
15 c]pyridine as a white powder. 
PartH 

Ammonium acetate (20.2 g, 0.262 mol) and l-[5-(4- 
cMorobenzenesulfonyl)penty^ 

c]pyridine (2.20 g, 4.18 mmol) were stirred at 160 °C in a sealed tube for 18 hours. The 
20 solution was allowed to cool to room temperature and partitioned between chloroform (50 
mL) and water (25 mL). The aqueous solution was adjusted to pH 1 1 with the addition of 
1 M sodium hydroxide and two solid sodium hydroxide pellets. The aqueous solution was 
then extracted with chloroform (4 x 50 mL). The combined organic solutions were 
washed with 1 M sodium hydroxide (2 x 25 mL), dried over sodium sulfate, filtered, and 
25 concentrated under reduced pressure to provide the crude product as a tan foam. The 
crude product was purified by column chromatography on silica gel (eluting with 94:5:1 
dicUoromethane:methanol:triethylamine) to provide a product that was impure as 
determined by HPLC analysis. A second purification by column chromatography on silica 
gel (eluting with 96:3:1 mchloromeuianemie1hanol:trie%lamine) also resulted in impure 
30 material. The solid was recrystallized from acetomtrile, and the crystals were isolated by 
filtration, washed with cold acetonitrile and ethyl acetate, dried under high vacuum to 
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provide 0.53 g of i-[5-(4-cidoiobGnzerasul&n^^ 
imidazo[4,5-c]pyridin-4-amiiie as white needles, mp 147.0-149.0 °C. 
^NMR (300 MHz, CDCU) 8 7.83 (d, J= 8.6, 2H), 7.55 (d, /= 8.6, 2H), 4.82 (br s, 2H), 
4.17 (dd, J= 7.7, 7.7, 2H), 3.07 (dd, J= 7.8,7.8, 2H), 2.72 (dd, J= 7.7, 7.7, 2H), 2.43 (s, 
5 3H), 2.39 (s, 3H), 1.95-1.65 (m, 6H), 1.55-1.42 (m, 2H), 1.05 (t, /= 7.4, 3H); 
MS(APCI)m^449(M) + ; 

Anal. Calcd for C^ONaOzS: C, 58.85; H, 6.51; N, 12.48; Found: C, 58.79; H, 6.50; 
N, 12.29. 

!0 Examples 86-88 

The general methods described in Example 85 were used for Examples 86-88. The 
thiol selected in lieu of 4-chlorobenzenethiol in Part F of Example 85 is shown in the table 
below for Examples 86-88. The isolation of the final products is described below. 

NH 2 




Example Number 


Thiol 


R 


86 


4-trifluoromethylthiophenol 




87 


2-mercaptopyridine 


-O 


88 


Ihiophenol 


O 



15 
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Example 86 
6,7-Dimethyl-2-propyl-l-{5-[4-(t^ 

imida2»[4,5^]pyridin-^amine 
Ammonium acetate (6.25 g, 81.1 mmol) and 6,7-dimethyl-4-phenoxy-2-propyl-l- 
5 {5-[4^trifluoromethyl)ben^ (0.70 g, 1.25 

mmol) were used as described in Part H of Example 85. The reaction solution was 
partitioned between chloroform (75 mL) and 1 M sodium hydroxide (75 mL). The 
aqueous solution was extracted with chloroform (2 x 75 mL). The combined organic 
solutions were washed with 1 M sodium hydroxide (4 x 30 mL) and brine, dried, filtered, 
x 10 and concentrated as described in Example 85. The crude product was purified by column 
chromatography on silica gel (eluting sequentially with 99:1:0.1 
<HcMoromethane:methanol:ammonium hydroxide and 94:6:0.1 

dichloromethanemethanol: ammonium hydroxide) to provide a product that was impure as 
determined by nuclear magnetic resonance (NMR) spectroscopy analysis. The solid was 
15 dissolved in hot 2-propanol and treated with one equivalent of a 1 M solution of 

hydrochloric acid in diethyl ether. Chloroform and water were added, and the aqueous 
layer was extracted with chloroform (3 x). The combined organic solutions were dried 
over sodium sulfate, filtered, and concentrated under reduced pressure to provide a solid. 
The solid was stirred with 2-propanol, isolated by filtration, washed with cold 2-propanol, 
20 and dried under high vacuum. The solid was then dissolved in dichloromethane (100 mL), 
and the resulting solution was washed with 1 M sodium hydroxide (2 x 40 mL). The basic 
solution was extracted with dichloromethane (2 x 30 mL), and the combined extracts were 
dried over sodium sulfete, filtered, and concentrated under reduced pressure to provide 
198 mg of6,7-dimethyl-2-propyl-l-{5-[4^ 
25 imidazo[4,5-c]pyridin-4-ainine as a white powder, mp 172.0-173.5 °C. 

l H NMR (300 MHz, CDC1 3 ) 5 8.04 (d, J= 8.6, 2H), 7.85 (d, J= 8.6, 2H), 4.82 (br s, 2H), 
4.18 (dd, J- 7.7, 7.7, 2H), 3.10 (dd, J= 7.8, 7.8, 2H), 2.73 (dd J- 7.7, 7.7, 2H), 2.43 (s, 
3H), 2.39 (s, 3H), 1.96-1.65 (m, 6H), 1.58-1.43 (m, 2H), 1.05 (t, J= 7.4, 3H); 
MS (APCI) mfz 483 (M+H) + ; 
30 Anal. Calcd for C23H29F3N4O2S: C, 57.25; H, 6.06; N, 11.61; Found: C, 56.75; H, 6.20; 
N, 11.25. 



204 



WO 03/103584 



PCT/US03/17659 



Example 87 

6/7-DimethyW^^ 

amine 

The crude product (2.47 g), obtained after the oxidation procedure as described in 
5 Part G of Example 85, was purified by column chromatography on silica gel (eluting 
sequentially with 2:1 ethyl acetate:hexaneand4:l ethyl acetaterhexane to provide 1.86 g 
of6,7-dimemyl^phenoxy-2^ 
c]pyridine as a white solid. 

Ammonium acetate (15 g, 0.20 mol) and 6J-dimethyl-4-phenoxy-2-propyl-l-[5- 

10 (pyridme-2-sutfonyl)pe^ d- 54 & 3 - 13 ^ were heated 

at 160 °C in a sealed tube for 16 hours. The solution was allowed to cool to room 
temperature and partitioned between chloroform (30 mL) and 1 M sodium hydroxide (30 
mL). The aqueous solution was then extracted with chloroform (3 x 30 mL). The 
combined organic solutions were washed, dried, filtered, and concentrated as described in 

15 Example85toprovidel.47gofanoff-whitefoam. The crude product was recrystallized 
from acetonitrile to provide 672 mg of 6,7Mhmethyl-2-propyl-l-[5-(pyridine-2- 
sulfonyl)pentyl]-lff-^^ as a white powder, mp 143.0-144.5 

^NMR (300 MHz, CDC1 3 ) 8 8.74 (ddd, /= 4.6, 1.7, 1.1, 1H), 8.08 (ddd, J= 7.8, 1.1, 
20 1.1, 1H), 7.98 (ddd, J=7.8,7.5, 1.7, 1H), 7.55 (ddd, 7.5, 4.6, 1.1, 1H), 4.80 (br s, 2H), 
4.18 (dd, J = 7.7, 7.7, 2H), 3.40 (dd, /= 7.7, 7.7, 2H), 2.73 (dd, J= 7.7, 7.7, 2H), 2.43 (s, 
3H), 2.40 (s, 3H), 1.95-1.68 (m, 6H), 1.60-1.48 (m, 2H), 1.05 (t, J= 7.4, 3H); 
MS (APCI) mlz 416 (M+H) + ; 

Anal. Calcd for C 2l H 29 N 5 02S: C, 60.70; H, 7.03; N, 16.85; Found: C, 60.54; H, 6.97; N, 
25 16.76. 

Example 88 

l-[5-(Bertf<mesulfonyl)p^ 

Ammonium acetate (18 g, 0.23 mol) and l-[5-(benzenesulfonyl)pentyl]-6,7- 
30 «fimemyl-4-phenoxy-2-propy^ (1-74 & 3.54 mmol) were heated 

at 165 °C in a sealed tube for 8 hours with stirring. Following the work-up, an analysis by 
MMR indicated that starting material was present; additional ammonium acetate was 
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added (18 g, 0.23 mol), and the reaction was continued overnight at 160 °C. The solution 
was allowed to cool to room temperature and partitioned between chloroform (100 mL) 
and 1 M sodium hydroxide (75 mL). Following the work-up, the crude product (1 .37 g) 
was purified by column chromatography on silica gel (eluting with 97:3:0.1 
5 dicUoromethane:methanol:anunoiiiiim hydroxide) and then recrystallized from 
acetonitrile to provide 0.715 g of l-[5-(benzenesulfonyl)pen1yl]-6J^ 
ljy-imidazo[4,5^]pyridin^amine as a white powder, mp 134.0-136.0 °C with a phase 
change at 122-125 °C. 

l H NMR (300 MHz, CDC1 3 ) 8 7.89 (d* 7.7, 2H), 7.67 (t, 7.7, 1H), 7.57 (t, J= 7.7, 
10 2H), 4.80 (br s, 2H), 4.16 (dd, /= 7.8, 7.8, 2H), 3.08 (dd, J= 7.7, 7.7, 2H), 2.72 (dd, J= 
7.7, 7.7, 2H), 2.43 (s, 3H), 2.39 (s, 3H), 1.91-1.65 (m, 6H), 1.53-1.41 (m, 2H), 1.05 (t, J= 
7.3, 3H); MS (APC1) mfz 415 (M+H) + ; 

Anal. Calcd for C22H 3 oN 4 0 2 S: C, 63.74; H, 7.29; N, 13.51; Found: C, 63.77; H, 7.57; N, 
13.55. 
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Example 89 

l-[4~(Methmi^^ 




5 Part A 

Triethylamine (18.9 g, 136 mmol) was added to a solution of 2,4-dichloro-5,6- 
dimethyl-3-nitropyridine (25 g, 1 13 mmol) in A^-dimethylformamide (100 mL). 4- 
Aminobutan-l-ol (1 1 .1 g, 124. mmol) was added with a syringe and the reaction mixture 
was allowed to stir under a nitrogen atmosphere at ambient temperature for 17 hours. A 

10 portion (85 mL) of the solvent was removed under reduced pressure. The residue was 
diluted with ethyl acetate (200 mL), washed with water (2 x 50 mL) then with brine (75 
mL), dried over magnesium sulfate, filtered and then concentrated under reduced pressure 
to provide a solid. This material was recrystallized from ethyl acetate/hexanes to provide 
15.07 g of 4-[(2^Uoro-5,6-^imethyl-3-nitropyridin^yl)amm as yellow 

15 powder. An additional 5.70 g was isolated from the mother liquor. 
PartB 

Sodium hydride (4.38 g of 60% dispersion in mineral oil, 109.6 mmol) was added 
to chilled dioxane (73 mL). Phenol (10.31 g, 109.6 mmol) was added in portions with 
cooling. 

20 4-[(2-<^oro-5,6-dime%l^ (20.00 g, 93.07 mmol) 

and additional dioxane (-30 mL) were added. The reaction mixture was heated at reflux 
for 3 hours and then allowed to stand at ambient temperature overnight. The reaction 
mixture was concentrated under reduced pressure. The residue was diluted with water 
(200 mL) and then extracted with ethyl acetate (300 mL). The extract was washed with 

25 water (2 x 100 mL) then with brine, dried over magnesium sulfate, filtered and then 
concentrated under reduced pressure to provide an oil The oil was purified by flash 
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chromatography (600 mL of silica gel, eluting initially with 2000 mL 1 :3 ethyl 
acetateihexanes, then with 2000 mL 1 :1 ethyl acetate:hexanes and finally with 1000 mL 
3:1 ethyl acetate: hexanes) to provide 13.46 g of 4-[(2,3-dimethyl-5-nitro-6- 
phenoxypyridin-4«yl)amino]butan-l-ol as a yellow solid. 
5 PartC 

Thionyl chloride (3.14 mL, 43 mmol) was added over a period of 5 minutes to a 
chilled (0 °C) solution of 4-[(2,3-dimethyl-5-m1ro-6^^ 

ol (12.95 g, 39.08 mmol) in dichloromethane (130 mL). The reaction was allowed to 
warm to ambient temperature and was stirred overnight under a nitrogen atmosphere. The 

10 reaction mixture was diluted with dichloromethane (130 mL), washed sequentially with 
saturated aqueous sodium bicarbonate (2 x 65 mL), water (80 mL) and brine (100 mL), 
dried over magnesium sulfate, filtered and then concentrated under reduced pressure to 
provide 12.57 g of i\T<4^Morobutyl>2,3-<^ as a 

yellow solid. 

15 Part D 

A solution of sodium dithionite (35.13 g, 171.5 mmol), available as approximately 
85% pure sodium hydrosulfite, in water (130 mL) was added to a mixture of iV-(4- 
cMorobutyl>23-dimethyl-5-mtro^ (12 g, 34 mmol) and ethanol 

(340 mL). The mixture was stirred for 1.5 hours. Analysis by thin layer chromatography 

20 indicated that the reaction was not complete. Solid sodium dithionite (5 g) was added and 
the reaction was allowed to stir for an additional 3 hours. The reaction mixture was 
filtered to remove solids. The filtrate was concentrated under reduced pressure until -50 
mL of solvent remained. The residue was diluted with dichloromethane (300 mL), washed 
sequentially with aqueous sodium bicarbonate, water and brine, dried over magnesium 

25 sulfate, filtered and then concentrated under reduced pressure to provide 9.5 g of ^-(4- 
cMorobuiyl)-5,6-dJmethyl-2^ as a brown oil. 

PartE 

The oil from Part D was combined with toluene (90 mL), trimethyl orthobutyrate 
(6.04 mL, 148 mmol), and pyridine hydrochloride (0.9 g). The reaction mixture was 
30 heated at reflux for 30 minutes; trimethyl orthobutyrate (1 mL) was added and the reaction 
mixture was heated at reflux for 1 .5 hr and then allowed to cool to ambient temperature. 
The reaction mixture was diluted with ethyl acetate, washed sequentially with water and 
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brine, dried over magnesium sulfate, filtered and then concentrated under reduced 
pressure. The residue was purified by flash chromatography (silica gel eluting with 1:4 to 
1:1 ethyl acetate:hexanes) to provide 5.44 g of H4^Morobutyl)^,7-dimethyl-4-phenoxy- 
2-propyl-li?-inu6^[4,5^]pyridine. 
5 PartF 

Sodium thiomethoxide (0.927 g, 13.2 mmol) was added to a solution of l-(4- 
cmorobutyl)^,7-dimemyl-4-phenoxy-2-propyl4H-inu (4.1 g, 11.0 

mmol) in iy;jV"-Kiimemyiformamide (30 mL). The reaction mixture was stirred under a 
nitrogen atmosphere at ambient temperature for 75 minutes. Sodium thiomethoxide (0.08 
10 g) was added and the reaction was stirred for an additional 105 minutes. The reaction 
mixture was diluted with ethyl acetate (300 mL), washed sequentially with water (3 x 50 
mL) and brine (50 mL), dried over magnesium sulfate, filtered and then concentrated 
under reduced pressure to provide 4.53 g of 6,7^emyl-144<methanetbio)butyll-4-. 
phenoxy-2-propyl-l/^imidazo[4,5-c]pyridine as a brown oil that solidified after a few 

15 hours. 
PartG 

3-Chloroperoxybenzoic acid (2.72 g of 77%) was added to a chilled (0 °C) solution 
of the material from Part F in dichloromethane (55 mL). A short time later more 3- 
chloroperoxybenzoic acid (2.72 g of 77%) was added and the reaction mixture was stirred 
20 at 0°C for 30 minutes. The reaction mixture was diluted with dichloromethane (250 mL), 
washed sequentially with aqueous sodium bicarbonate (2 X 100 mL), water (100 mL) and 
brine (100 mL), dried over magnesium sulfite, filtered and then concentrated under 
reduced pressure to provide a pink oil. The oil was dissolved in dichloromethane, diluted 
with ethyl acetate and hexanes, and then concentrated under reduced pressure until a 
25 precipitate formed. The precipitate was isolated by filtration, washed with 1:1 ethyl 
acetate: hexanes (40 mL), and dried under high vacuum to provide 3.84 g of l-[4- 
(methanesulfonyl)butyl]^,7-d^ 
a white solid. 
PartH 

30 Ammonium acetate (45.24 g) and l-[4-(me&anesulfonyl)butyl]^,7-dimethyl-4- 

phenoxy-2-propyl-lfl^hnidazo[4,5-c]pyridine (3.77 g, 9.07 mmol) were combined and 
heated at 160 °C for about 19 hours. The reaction mixture was allowed to stand at ambient 
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temperature for 2 days. The reaction mixture was partitioned between dichloromethane 
(300 mL) and water. The layers were separated The aqueous layer was made basic with 
5% sodium hydroxide and then extracted with dichloromethane (2 x 100 mL). The 
combined organics were washed with aqueous 5% sodium hydroxide, dried over sodium 

5 sulfate, filtered and then concentrated under reduced pressure to provide a white solid. 
This material was recrystallized from acetonitrile to provide -2 g of a white solid. This 
material was further purified by flash chromatography (silica gel, eluting sequentially with 
1 % methanol in dichloromethane containing .0.1 % ammonium hydroxide, 2 % methanol 
in dichloromethane containing 0.1 % ammonium hydroxide, 4 % methanol in 

10 dichloromethane containing 0.1 % ammonium hydroxide and 10 % methanol in 

dichloromethane containing 0.1 % ammonium hydroxide) to provide a white solid. This 
material was recrystallized from acetonitrile and dried undo: high vacuum at 60 °C to 
provide 1.3 gof l-[4-(methanesulfonyi)^^ 
c]pyridin-4-amine as white needles, mp 152.0-153.0 °C. 

15 l H NMR (300 MHz, CDC1 3 ) 8 4.82 (br s, 2H), 4.25 (m, 2H), 3.03 (t, 7= 6.9 Hz, 2H), 2.92 
(s, 3H), 2.76 (m, 2H), 2.44 (s, 3H), 2.43 (s, 3H), 2.00-1.81 (m, 6H), 1.07 (t, J= 7.5 Hz, 
3H); 13 CNMR(75 MHz, CDCI3) 8 153.0, 148.2, 146.5, 138.8, 125.2, 103.9, 53.7, 43.8, 
40.8, 30.4, 29.3, 21.9, 21.2, 19.1, 13.9, 12.9; 
MS (APC1) mlz 339 (M + H) + ; 

20 AnaL Calcd for C16H26O2N4S: C, 56.77; H, 7.74; N, 16.56; S, 9.47. Found: C, 56.46; H, 
7.67; N, 16.36; S, 9.29. 
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Example 90 

l-[3^ethanesulfonyl)propyl^^ 

NH 2 




5 

PartA 

Using the general method of Example 89 Part A, 3-aminopropan-l-ol (9.52 mL, 
124 mmol) was reacted with 2,4^cUoro-5,6-dimethyl-3-nitropyridine (25 g, 113 mmol) 
to provide 17. 35 g of 3-[(2^Moro-5,6^ethyl-3-mHrop^ as 
10 a yellow solid. 
PartB 

Sodium hydride (7.80 g of a 60% dispersion in mineral oil, 195 mmol) was added 
in portions to a chilled (0 °C) solution of phenol (18.36 g, 195 mmol) intetrahydrofuran 
(200 mL). After the addition was completed the reaction mixture was allowed to stir at 

15 ambient temperature for 30 minutes. SoEd 3-[(2^Moro-5,6-dime%l-3-m^yridin-4- 
yl)amino]propan-l-ol (16.89 g, 65.0 mmol) was added and the reaction mixture was 
heated at reflux for 5 days. The reaction mixture was concentrated under reduced 
pressure. The residue was partitioned between ethyl acetate (400 mL) and water (100 
mL). The organic layer was separated, washed with brine, dried over sodium sulfoie, 

20 filtered and then concentrated under reduced pressure. The residue was purified by flash 
chromatography (500 mL silica gel eluting with a gradient of 30 - 75% ethyl acetate in 
hexanes) and then heated under high vacuum until it melted The melt solidified to 
provide 11.54 g of 3-[(2,3^eihyl-5-mtro^phenoxyp^ 
PartC 

25 Thionyl chloride (2.86 mL, 39.2 mmol) was added to a chilled (0 °C) solution of 3- 

[(2,3^iime1nyl-5-nitro^-phenoxypyridm4-yl)a^ (11.3 g, 35.6 mmol) in 

dichlorometiiane (170 mL). The reaction mixture was stirred at ambient temperature for 
0.5 hr and then heated at reflux for 0.5 hr. The reaction mixture was allowed to cool to 
ambient temperature. A precipitate was isolated by filtration and then dried under vacuum 
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to provide 13.64 g of iVK3^hloropropyl)-2,3-dimeth^^ 

hydrochloride. 

PartD 

7V^3^Moropropyl)-2,3-dimethyl^ 

5 (12.62 g, 33,72 mmol), ljl'-cfi-n^clyM^-hipyridinium dibromide (dioctyl viologen) (910 
mg, 1.69 mmol), dichloromethane (227 mL), water (28 mL) and potassium carbonate 
(2.33 g, 16.9 mmol) were added sequentially to a 1 L round bottom flask. The reaction 
mixture was allowed to stir under nitrogen. A solution of of potassium carbonate (23.30 g, 
168.6 mmol) and sodium dithionite (26.42 g, 174.1 mmol) in water (1 14 mL) was added to 

10 the reaction mixture. The reaction mixture was heated at reflux for about 2.5 hr and then 
allowed to cool to ambient temperature. The layers were separated. The aqueous layer 
was extracted with dichloromethane (100 mL). The combined organics were dried over 
sodium sulfate, filtered and then concentrated under reduced pressure to provide ^-(3- 
cHoropropyi)-5,6-dimethyl-2^ as a brown sludge. This 

15 material was used directly in the next step. 
PartE 

Using the general method ofExample 89 Part E, the material from Part D was 
reacted with trimethyl orthobutyrate (6.48 mL, 40.5 mmol) and purified to provide 9.10 g 
of l-(3^Horopropyl)-6,7-dmethyl^^ as a 

20 white solid. 
PartF 

Using the general method ofExample 89 Part F, l-(3-chloropropyl>6,7-dimethyl- 
4-phenoxy-2-propyl-l^-iinidazo[4,5-c]pyridine (4 g, 11.2 mmol)) was reacted with 
sodium thiomethoxide (0.940 g, 13.4 mmol) to provide 3.54 g of 6,7-dimethyl-l-[3- 
25 (methanetlrio)propyl]-4-phen^ as a white solid. 

PartG 

Using the general method ofExample 89 Part G, 6,7-dimethyl-l-[3- 
(methyl1hio)pn)pyl]^phenoxy-2^ (3.41 g, 9.23 mmol) 

was oxidized to provide 2.39 g of l-[3-(methanesulfonyl)propyl3-6 ,7-dimethyl-4-phenoxy- 
30 2-propyl-lH-imida2X)[4,5-c]pyridine as a white solid. 
PartH 
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Using the general method of Example 89 Part H, l-[3-(methanesulfonyl)propyl]- 
6 ,7-dimemyl-4-phmoxy-2-propyl-l^^ (2.1 g, 5.23 mmol) was 

reacted with ammonium acetate (25 g) and purified to provide 1.14 g of l-[3- 
(methanesulfonyl)propyl]-6,7Hiimemyl-2-propyl-lif-im 
5 white needles, mp 153.5-155.0 °C. *H NMR (300 MHz, CDC1 3 ) 5 4.83 (br s, 2H), 4.48- 
4.42 (m, 2H), 3.07 (t, J= 7.1 Hz, 2H), 2.95 (s, 3H), 2.82-2.77 (m, 2H), 2.45 (s, 6H), 2.35- 
2.25 (m, 2H), 1.94-1.81 (m, 2H), 1.07 (t, J= 7.3 Hz, 3H); ,3 C NMR (75 MHz, CDCI3) 8 
153.2, 148.3, 147.1, 138.9, 125.4, 104.0, 512, 42.9, 41.3, 29.5, 24.3, 22.1, 21.5, 14.0, 
13.1; 

10 MS (APCI) m/z 325 (M + H) + ; 

Anal Calcd for C1SH24O2N4S: C, 55.53; H, 7.46; N, 1727; S, 9.87. Found; C, 55.53; H, 
7.44; N, 17.27; S, 9.90. 

Example 91 

15 l-[6-(Methanesutfony])he^ 



0 \ 

Part A 

20 Using the general method of Example 89 Part A, 6-aminohexan-l-ol (15.91 g, 

135.7 mmol) was reacted with 2,4^cMoro-5,6-dimethyl-3-mtropyridine (30 g, 136 mmol) 
to provide 14.79 g of 6-[(2-cMoro-5,6^fcme1hyl-3-m^ as a 

yellow solid. 
PartB 

25 Using the general method of Example 90 Part B, 6-[(2-cWoro-5,6-dimethyl-3- 

mtropyridm-4-yl)amino]hexan-l-ol (14.00 g, 46.39 mmol) was reacted with sodium 
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phenoxide to provide 12-40 g of 6-[(2,3-dimethyl-5-nitro^ 

yl)amino]hexan-l-ol as a yellow powder. 

PartC 

Using the general method of Example 89 Part C, 6-[(2,3-dimethyl-5-nitro-6- 
5 phenoxypyridin^yl)amino]hexan-l-ol (1 1 .97 g, 33.30 mmol) was chlorinated to provide 
12.24 g ofiV^(6^Morohexyi)-2,3-dim^ as a yellow 

solid. 
PartD 

A solution of sodium dithionite (24.01 g, 137.9 mmol) in water (90 mL) was added 
10 to a mixture of JVK6-cMorohexyl)-2,3-dime^ (10.42 
g, 27.58 mmol) and ethanol (276 mL). After about 4 hours sodium dithionite (6.71 g) in 
water (20 mL) was added to the reaction mixture. About 1 hour later tetrahydrofuran (100 
mL) was added. When analysis by thin layer chromatography indicated that the reaction 
was complete, the reaction mixture was filtered to remove solids. The solids were rinsed 
15 with ethanol. The rinses and the filtrate were concentrated under reduced pressure. The 
residue was diluted with toluene (200 mL) and then concentrated under reduced pressure 
to remove the bulk of the solvent The residue was partitioned between ethyl acetate (200 
mL) and water (50 mL). The aqueous layer was separated, combined with saturated 
aqueous sodium bicarbonate to adjust to pH 8 and then extracted with ethyl acetate. The 
20 combined organics were washed with brine (100 mL), dried over sodium sulfate, filtered 
and then concentrated under reduced pressure. The residue was combined with toluene 
and then concentrated under reduced pressure to provide 12.12 g of ^-(e-chlorohexyl)- 
5,6-dimethyl-2-phenoxypyridme-3,4-diamine. 
PartE 

25 Using the general method of Example 89 Part E, the material from Part D was 

reacted with trimethyl orthobutyrate (4.86 mL, 30.3 mmol) and purified to provide 2.4 g of 
l<6^Morohexyl)^,7Kiimethyl^ as an off- 

white solid. 
PartF 

30 Using the general method of Example 89 Part F, l-(6-chlorohexyl>6,7-dimethyl-4- 

phraoxy-2-propyl4iy-imidazo[4,5-c]pyridine (2.0 g, 5.0 mmol) was reacted with sodium 
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tmomethoxide (0.421 g, 6.00 mmol) to provide 2.17 g of 6,7-dimethyl-l-[6- 
(me1hanetoo)hexyl]-^^^ as ayellow oiL 

PartG 

Using the general method of Example 89 Part G, me material form Part F was 
5 oxidized to provide- 1 gof l-[6<methmesulfonyl)hexyl]^J^emyl-4-phenoxy-2- 
propyl4H-imidazo[4,5-c]pyridine as a colorless oil. 
PartH 

Using the general method of Example 89 Part H, the material form Part H was 
reacted with ammonium acetate (12.36 g) and purified to provide 0.37 g of l-[6- 
10 (mefhanesul&n^^ 38 ° ff 

white crystals, mp 157.0-158.0 °C. 

*H NMR (300 MHz, CDCI3) 6 4.81 (br s, 2H), 4.18 (m, 2H), 2.99 (m, 2H), 2.89 (s, 3H), 
2.76 (m, 2H), 2.44 (s, 3H), 2.42 (s, 3H), 1.93-1.71 (m, 6H), 1.57-1.40 (m, 4H), 1.07 (t, 
7.5 Hz, 3H); ,3 C NMR (75 MHz, CDCI3) 8 153.3, 148.1, 146.6, 139.1, 125.4, 104.2, 54.4, 
15 44.5, 40.6, 31.6, 29.5, 28.1, 26.1, 22.1, 21.4, 14.0, 13.0; 
MS (APCI) m/z 367 (M + H) + ; 

Anal. Calcd for QsHsoWS: C, 58.98; H, 8.25; N, 1529; S, 8.75. Found: C, 58.85; H, 
8.55; N, 15.34; S, 8.75. 
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Example 92 

l-[5^4-Fluorobenzenesulfonyl^ 

4-amine 




5 Part A 

The preparation of 5^2-cMoro-5,6^imethyl-3-m^ 
was described in Part A of Example 85. Under a nitrogen atmosphere, cerium (DOT) 
chloride heptahydrate (8.08 g, 21.7 mmol) and sodium azide (5.64 g, 86.8 mmol) were 
added to a solution of 5-(2-chloro-5 ,6-dimethyl-3 -nitrop>ridin^ylainino)pentan-l -ol 

10 (12.48 g, 43.38 mmol) in a 9:1 mixture of acetonitrile and water (145 mL). The reaction 
was stirred and heated at reflux for two days then allowed to cool to room temperature. A 
precipitate was removed by filtration and washed with acetonitrile. The filtrate was 
concentrated under reduced pressure to provide 12.13 g of5-[(5,6-dimethyl-8- 
nitrotetrazolo [ 1 ,5^]pyridin-7-yi)amino]pentan- 1 -ol as a yellow solid 

15 Part B 

Using the general method described in Part C of Example 85, 5-[(5,6-dimethyl-8- 
mtiotetrazolo[l,5-a]pyri^ (12.1 g, 41.2 mmol) was converted to 

13.3 g of (5^Moropentyl>5,6-dmeth^ which 
was isolated as a dark brown semi-solid. 
20 PartC 

Under a nitrogen atmosphere, a solution of potassium carbonate (28.46 g, 205.9 
mmol) and sodium dithionite (32.26 g, 185.3 mmol) in water (100 mL) was added 
dropwise to a solution of the material from Part B (13.8 g, 42 mmol) and dioctyl viologen 
(1.17 g, 2.06 mmol) in dichloromethane (275 mL) and water (35 mL). The addition funnel 
25 was rinsed with additional water (37 mL), which was added to the reaction. The reaction 
was heated at reflux for three hours. The aqueous layer was extracted with 
dichloromethane (3 x 50 mL), and the combined organic solutions were dried over sodium 
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sulfate filtered, and concentrated under reduced pressure to provide 11.5 g of tf 7 -(5- 
cMoropentyl>5,6«hmemyl4^ 325 a crown solid. 

PartD 

The general method described in Part E of Example 85 was used to convert tf 7 -(5- 
cMoropentyl)-5,6^hmemyW^ (11.5 g, 40.7 mmol) to 1- 

(5^moropentyl)-5,6-dimemyl-8-propyl-7F-inudazo[4,5^ The 
crude product was purified by column chromatography on silica gel (eluting sequentially 
with 3:1 ethyl acetate:hexane and ethyl acetate) to yield a yellow solid, which was 
recrystallized from ethyl acetateihexahe to provide 92 g of the product as a white solid. 
PartE 

The general method described in Parts F and G of Example 85 was used to convert 
7^5<Moropentyl)-5,6^1imemyl-8-propyl-7H-imito (1-68 
g, 5.0 mmol) to 7-[5<4-fluorobeiizenesulfonyl)penty^ 
imidazo[4,5-c]te1razolo[l,5-a]pyridine. 4-Huorobenzenethiol was used in lieu of 4- 
chlorobenzenethiol. Following the oxidation with mCPBA, the crude product was purified 
by column chromatography on silica gel (eluting wim ethyl acetate) to yield 1.71 g of the 
pure product as a white solid. 
PartF 

A mixture of 7-[5^4-fluorobenzenesulfonyl)penty^^^ 
imidazo[4,5^]tetrazolo[l,5wi]pyridine (1.61 g, 3.51 mmol), trifluoroacetic acid (15 mL) 
and platinum (TV) oxide were added to a Parr vessel and agitated under hydrogen pressure 
(50 psi, 3.4 x 10 s Pa) for two days. The reaction mixture was filtered through a layer of 
CELTTE filter aid, and the filter cake was washed with methanol. The filtrate was 
concentrated under reduced pressure, and the black residue was stirred in concentrated 
hydrochloric acid (10 mL) for 1 .5 hours. The solution was treated with 1 N aqueous 
sodium hydroxide (100 mL) and solid sodium hydroxide until the solution exhibited a pH 
of 14. The solution was extracted with chloroform (3 x 80 mL), and the combined extracts 
were dried over sodium sulfate, filtered, and concentrated under reduced pressure to 
provide 1.8 g of the crude product as a white foam The crude product was purified by 
column chromatography on silica gel (eluting with 98:2 chloroformanethanol) and 
recrystallized from ethyl acetate:hexane. The solid was triturated with ethyl acetate and 
dried at 70 °C in a vacuum oven overnight to provide 0.57 g of l-[5-(4- 
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fluorobenzenesulfonyl)pentyl]-6,^^ 
as a white powder, mp 130.0-132.0 °C. 

I HNMR(300 MHz, CDCI3) 8 7.94-7.88 (m, 2H), 7.29-7.20 (m, 2H), 4.81 (br s, 2H), 4.17 
(dd, /= 7.7, 7.7, 2H), 3.07 (dd, 7.7, 7.7, 2H), 2.73 (dd, J= 7.7, 7.7, 2H), 2.43 (s, 3H), 
5 2.40 (s, 3H), 1.91-1.69 (m, 6H), 1.54-1.43 (m, 2H), 1.05 (t, /= 7.4, 3H); 
MS (APCI) m/z 433 (M+H)+; 

Anal. Calcd for C22H29FN4O2S: C, 61.09; H, 6.76; N, 12.95; Found: C, 61.05; H, 7.04; N, 
13.00. 

10 Example 93-96 

The general methods described in Example 92 were used for Examples 93-96. The 
reagent selected in lieu of 4-chlorobenzenethiol in Part E of Example 92 is shown in the 
table below for Examples 93-96. The oxidation products from Part E were purified by 
trituration with ethyl acetate. A description of the isolation of the final compounds, 

15 obtained after Part F, follows. 




Example Number 


Reagent for Part E 


R 


93 


2,4-difluorobenzenethiol 




94 


4-methoxythiophenol 




95 


2,4-dichlorobenzenetbiol 




96 


i Sodium tbiomethoxide 


-CHj 
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Example 93 

l_[5-(2,4-Difluorobeira 

c]pyridin-4-amine 

The crude product was purified by flash chromatography on silica gel (eluting with 
5 98:2 chloroform:methanol) to yield a white foam that was recrystallized from 2-propanol. 
After the product was dried under reduced pressure, 1.27 g of the product was obtained as 
a white powder, mp 130.0-132.0 °C. 

l H NMR (300 MHz, CDC1 3 ) 5 8.01-7.89 (m, 1H), 7.12-6.94 (m, 2H), 4.82 (br s, 2H), 4.18 
(dd, 7.7, 7.7, 2H), 3.26 (dd, /= 7.7, 7.7, 2H), 2.73 (dd, 7.7, 7.7, 2H), 2.43 (s, 3H), 
10 2.39 (s, 3H), 1.91-1.64 (m, 6H), 1.54-1.41 (m, 2H), 1.06 (t, /= 7.4, 3H); 
MS (APCI) m/z 451 (M+H) + ; 

Anal. Calcd for C22H28F2N4O2S: C, 58.65; H, 6.26; N, 12.44; Found: C, 58.75; H, 6.42; 
N, 12.32. 

15 Example 94 

l-[5-(4-Methoxybenzenesulfo^ 

c]pyridin-4-amine 

The crude product was purified by flash chromatography on silica gel (eluting with 
98:2 cMoroformrmethanol) to yield a colorless oil that was recrystallized from acetonitrile. 
20 After the product was dried under reduced pressure, 0.725 g of the product was obtained 
as a white powder, mp 130.5-132.0 °C. 

l H NMR (300 MHz, CDCI3) 8 7.81 (d, J= 8.9, 2H), 7.02 (d, J= 8.9, 2H), 4.82 (br s, 2H), 
4.16 (dd, 7= 7.7, 7.7, 2H), 3.05 (dd, J- 7.7, 7.7, 2H), 2.73 (dd, /= 7.7, 7.7, 2H), 2.43 (s, 
3H), 2.39 (s, 3H), 1.91-1.64 (m, 6H), 1.55-1.41 (m, 2H), 1.05 (t, 7.4, 3H); 
25 MS (APCI) m/z 445 (M+H) + ; 

Anal Calcd for C23H32N4O3S: C, 62.14; H, 7.26; N, 12.60; Found: C, 62.14; H, 7.43; N, 
12.60. 

Example 95 

30 l-[5<2,4-DicMorobenzenesuto 

c]pyridin-4-amine 
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After the crude product was recrystallized from acetonitrile, 0.614 g of the product 
was obtained as a white powder, mp 130.0-131.5 °C. 

l H NMR (300 MHz, CDC1 3 ) 6 8.04 (d, J= 8.6, 1H), 7.57 (d, J= 2.0, 1H), 7.46 (dd, /= 
8.6, 2.0, 1H), 4.83 (br s, 2H), 4.18 (dd, 7.7, 7.7, 2H), 3.37 (dd, J= 7.6, 7.6, 2H), 2.73 
5 (dd, J= 7.7, 7.7, 2H), 2.44 (s, 3H), 2.40 (s, 3H), 1.92-1.66 (m, 6H), 1.59-1.46 (m, 2H), 
1.06 (t, /= 7.4, 3H); 
MS(APCI)m/z483(M) + ; 

Anal. Calcd for C22H28CI2N4Q2S: C, 54.66; H, 5.84; N, 11.59; Found: C, 54.58; H, 5.65; 
N, 11.58. 

Example 96 

l-[5-(Metiianesulfonyl)pen 

A modification of Part E of Example 92 was used; a slurry of sodium methoxide 

(0.64 g, 9.1 mmol) in DMF (10 mL) was added to a solution of 7-(5-chloropentyl)-5,6- 
15 dmethyl-8-propyl-7J^^ (2.35 g, 7.02 mmol) at 0 °C. 

The synthesis was completed as described in Parts E and F or Example 92. The crude 

product was recrystallized from acetonitrile and dried under reduced pressure to yield 1 .73 

g of the desired product as a white powder, mp 145.0-146.0 °C. 

! H NMR (300 MHz, CDC1 3 ) 8 4.82 (br s, 2H), 4.18 (dd, J= 7.7, 7.7, 2H), 3.01 (dd, 
20 7.7, 7.7, 2H), 2.90 (s, 3H), 2.75 (dd, J= 7.7, 7.7, 2H), 2.44 (s, 3H), 2.42 (s, 3H), 156-1.74 

(m, 6H), 1.61-1.51 (m, 2H), 1.07 (t, J=7.4, 3H); 

MS (APCI) mtz 353 (M+H) + ; 

Anal. Calcd for C17H28N4O2S: C, 57.93; H, 8.01; N, 15.89; Found: C, 57.82; H, 8.26; N, 
15.76. 

25 

Examples 97-99 

The general methods described in Example 92 were used for Examples 97-99. In 
Part A, 3-amino-l-propanol was used in lieu of 5-amino-l-pentanol. The purification in 
Part D was carried out by column chromatography on silica gel (eluting with 95:5 
30 chloroformmethanol) followed by trituration with ethyl acetate:hexane. The thiol selected 
in Part E of Example 92 is shown in the table below for Examples 97-99. The oxidation 
products from Part E were purified by trituration with ethyl acetate. 
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Example Number 


Thiol 


R 


97 


4-chlorobenzenethiol 


-0- ci 


98 


2-mercaptopyridine 


-o 


99 


4-mercaptoethyIbenzoate a 





a) preparation described below 



Example 97 

5 i-[3^4-CMorobeiizmesulfonyI)pro 

4-amine 

The crude product was triturated with ethyl acetate and dried at 60 °C under high 
vacuum for three days to provide 1 .037 g of the desired product as a white powder, mp 
186.5-188.0 °C. , 
10 J H NMR (300 MHz, CDC1 3 ) 8 7.81 (d, J= 8.8, 2H), 7.55 (d, J= 8.7, 2H), 4.83 (br s, 2H), 
4.39 (dd, /= 7.8, 7.8, 2H), 3.10 (dd, J= 7.3, 7.3, 2H), 2.75 (dd, J= 7.7, 7.7, 2H), 2.42 (s, 
3H), 2.35 (s, 3H), 224-2.14 (m, 2H), 1.91-1.78 (m, 2H), 1.05 (t, J=7.3, 3H); 
MS(APCl)7n/z421(M) + ; 

Anal. Calcd for C20H25CM4O2S: C, 57.06; H, 5.99; N, 13.31; Found: C, 57.04; H, 6.14; N, 
15 13.23. 
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Example 98 

6J-Dime%l-2-prop^^^ 

amine 

The crude product was recrystallized from acetonitrile and then purified by column 
chromatography on a Biotage Horizon™ High-Performance Flash Chromatography 
instrument. A second recrystallization from acetonitrile provided 0.180 g of the desired 
product as a off-white powder, mp 172.0-173.5 °C. 

*H NMR (300 MHz, CDC1 3 ) 8 8.69 (ddd, J= 4.7, 1.7, 1.0, 1H), 8.09 (ddd, J= 7.8, 1.2, 
1.0, 1H), 7.98 (ddd, J= 7.8, 7.8, 1.7, 1H), 7.57 (ddd, J- 7.8, 4.7, 1.2, 1H), 4.83 (br s, 2H), 
4.42 (dd, J= 7.9, 7.9, 2H), 3.49 (dd, J= 7.3, 7.3, 2H), 2.77 (dd, /= 7.7, 7.7, 7H)> 2.42 (s, 
3H), 2.38 (s, 3H), 2.29-2.17 (m, 2H), 1.92-1.78 (m, 2H), 1.06 (t, 7.4, 3H); 
MS (APCI) m/z 388 (M +H) + ; 

Anal. Calcd for C19H25N5O2S: C, 58.89; H, 6.503; N, 18.07; Found: C, 58.51; H, 6.37; N, 
17.80. 

Example 99 

4-[3-(4-Ammo-6,7-dime^ 

sulfonyl]benzoic acid ethyl ester 
Ethyl-4-mercaptobenzoate was prepared by treating 4-mercaptobenzoic acid (1 .50 
g, 9.73 mmol) with ethanol (97 mL) in the presence of catalytic concentrated sulfuric acid 
under a nitrogen atmosphere. The reaction was heated at reflux for three hours. The 
volume of the reaction was reduced to 10 mL under reduced pressure and then partitioned 
between water (100 mL) and ethyl acetate (100 mL). The aqueous layer was extracted 
with ethyl acetate (3x 100 mL), and the combined organic solutions were washed with 
water (75 mL) and saturated aqueous sodium bicarbonate (2 x 75 mL), dried over 
magnesium sulfate, filtered, and concentrated under reduced pressure to provide an oil. 
The oil was dissolved in dichloromethane (100 mL), and the resulting solution was 
extracted with saturated aqueous sodium carbonate (3 x 100 mL). The combined extracts 
were washed with dichloromethane (3 x 50 mL) and then treated with concentrated 
hydrochloric acid to adjust to pH 7. The solution was then extracted with dichloromethane 
(3 x 100 mL), and the combined extracts were washed with water (50 mL), dried over 
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magnesium sulfate, filtered, and concentrated under reduced pressure to provide 1 .23 g of 

ethyl-4-mercaptobenzoate as a colorless oil. 

The ethyl-4-mercaptobenzoate was used as described in Part E of Example 92 in 

lieu of 4-fluorobenzenethioL and me synthesis was completed using the methods described 
5 in Parts E and F of Example 92. The crude product was purified by column 

chromatography on silica gel (eluting sequentially with 98:2 dichloromethaiie:methanol 

and 95:5 dlchloromethanemethanol, and the resulting yellow solid was triturated with 

acetonitrile. The solid was isolated and recrystallized from 2-propanol to provide 1.4 g of 

4-[3^4-ammo^,7-dimemyl-2^ 
10 sulfonyl]benzoic acid ethyl ester as yellow crystals, mp 169.0-171.0 °C with a phase 

change at 153-155 °C. 

l H NMR (300 MHz, CDC1 3 ) 8 8.23 (d, J= 8.8, 2H), 7.95 (d, J= 8.6, 2H), 4.83 (br s, 2H), 
4.48-4.37 (m, 4H), 3.14 (dd, J= 7.3, 73, 2H), 2.75 (dd, J= 7.7, 7.7, 2H), 2.41 (s, 3H), 
2.35 (s, 3H), 224-2.13 (m, 2H), 1.91-1.77 (m, 2H), 1.43 (t, /= 7.1), 1.05 (t, J= 7.3, 3H); 
15 MS(APCI)f«/r459(M + H) + ; 

Anal. Calcd for C23H30N4O4S: C, 60.24; H, 6.59; N, 12.22; Found: C, 60.22; H, 6.80; N, 
1220. 

Example 100 

20 4-[3-(4-Ammo-6,7-dmiemyl-2-propyl-lff-imidaz^ 

sulfonyl]benzoic acid hydrochloride 




O 



Under a nitrogen atmosphere, aqueous sodium hydroxide (1.5 mL of 1 M) was 
added to a solution of 4-[3-{4-ammo-6,7-<hmemyl^ 
25 yl)propane-l-sulfonyl]benzoic acid ethyl ester (558 mg, 1.22 mmol), prepared as 

described in Example 99, in methanol (5.5 mL) and THF (5.5 mL), and the reaction was 
stirred for two hours at room temperature. The solvents were removed under reduced 
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pressure, and the residual solid was dissolved in water (60 mL). The solution was washed 
with dichloromethane (2 x 20 mL) and ethyl acetate (20 mL) and then treated with 
concentrated hydrochloric acid to adjust to pH 5. A precipitate formed, which was 
isolated hy filtration and dried overnight in a vacuum oven at 60 °C. The material was 

5 treated with 1 M hydrochloric acid in diethyl ether, and then the solvent was removed 
under reduced pressure. The resulting white solid was recrystallized from ethanol, and the 
crystals wore dissolved in a mixture of 1 N hydrochloric acid and methanol with gentle 
heating. The solution was concentrated under reduced pressure, and the resulting solid 
was dried at 80 °C under high vacuum to provide 240 mg of 4-[3-(4-amino-6 J-dimethyl- 

10 2-propyl-li7-imidazo[4,5^ acid hydrochloride as 

a white powder, mp >250 °C. 

l H NMR (300 MHz, DMSO-rf*) 8 8.18 (d, /= 8.6, 2H), 8.03 (d, •/= 8.6, 2H), 7.79 (br s, 
2H), 4.41(dd, J« 7.7, 7.7, 2H), 3.65 (dd, /= 7.3, 7.3, 2H), 2.79 (dd, J= 7.7, 7.7, 2H), 2.41 
(s, 3H), 2.29 (s, 3H), 2.03-1.91 (m, 2H), 1.81-1.69 (m, 2H), 0.96 (t, /= 7.5, 3H); 
15 MS (APCI) m/z 431 (M+H- HC1) + ; 

Anal. Calcd for C21H27CIN4O4S: C, 52.01; H, 5.92; N, 11.56; Found: C, 51.62; H, 5.86; 
N, 11.41. 

Example 101 

20 {4-[3-(4-Amino-6,7-dime^ 

sulfonyl]phenyl}moipholin-4-ylmethanone 




O 



Part A 

4-[3-(5,6-Dmethyl-8-p^ 
25 yi)pnjpane-l-sulfonyl]benzoic acid ethyl ester (2.50 g, 5.16 mmol), prepared as described 
in Parts A-E of Example 92 using the modification of Example 99, was treated with 
aqueous sodium hydroxide (10 mL of 1 N) in ethanol (26 mL), and the reaction stirred for 



224 



WO 03/103584 



PCT/US03/17659 



two hours and became homogeneous. The solvents were removed under reduced pressure, 
and the residual white solid was dissolved in water (50 mL). The solution was washed 
with ethyl acetate (3 x 10 mL) and then adjusted to pH 4 with the addition of concentrated 
hydrochloric acid. A white solid precipitated, which was isolated hy filtration, washed 
5 with water, and dried for three hours in a vacuum oven at 60 °C to provide 226 g of 4-[3- 
(5,6-dimemyl-8-propyl-7ff-in^^ 
sulfonyl]benzoic acid as a white solid. 
PartB 

Under a nitrogen atmosphere, a mixture of 4-[3-(5,6-dimemyl-8-propyl-7ir- 
10 hmto[4,5-c]tetrazolo[l,5-a]py^^ ( 2 - 26 & 495 

mmol) and dichloromethane (50 mL) was cooled to 0 °C. Oxalyl chloride (0.95 mL, 10.9 
mmol) was added dropwise, and the reaction was stirred for two hours at room 
temperature. To one-third of the solution was added morpholine (0.43 mL, 4.9 mmol), 
and the reaction was stirred under nitrogen overnight. Additional morpholine (1.0 mL, 11 

15 mmol) was added, and the reaction was stirred for two hours. A white precipitate formed, 
which was isolated by filtration, washed with ethyl acetate and water, and then dried for 
two hours in a vacuum oven at 80 °C to provide 0.75 g of {4-[3-(5,6-dimethyl-8-propyl- 
7#-hmdazo[4,5-c]tetrazolo[l^ 
ylmethanone as a white solid. 

20 PartC 

{4-[3<5,6^Dunemyl-8-propyl-7H-imidazo[4,5-c]tetr^ 
yl)propane4-sulfonyl]phenyl}morpholm^ylmethanone (0.75 g, 1.4 mmol) was 
converted to {4-[3-(4-ammo-6,7-dmemyl-2-p^ 

yl)propane-l-sulfonyl]phenyl}moiphohn-4-ylme1hanone using the general method of Part 
25 F of Example 92. The crude product was triturated with ethyl acetate, isolated by 

filtration, and dried overnight under high vacuum at 90 °C to provide 0.52 g of the desired 
product as a white powder, mp 224.0-226.0 C C. 

*H NMR (300 MHz, DMSO-4,) 8 7.92 (d, 8.4, 2H), 7.63 (d, /= 8.4, 2H), 5.55 (br s, 
2H), 4.25 (dd, J= 7.8, 7.8, 2H), 3.60 (br s, 4H), 3.52 (do, /= 7.6, 7.6, 2H), 3.23 (br s, 2H), 
30 2.66 (dd, /= 7.5, 7.5, 2H), 2.22 (s, 3H), 2.17 (s, 3H), 1.91-1.79 (m, 2H), 1.73-1.61 (m, 
2H), 0.90 (t,J= 7.3, 3H); 
MS (APCT) m/z 500 (M + H) + ; 
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AnaL Calcd for C25H33N5O4S: C, 60.10; H, 6.657; N, 14.02; Foimd: C, 59.96; H, 6.70; N, 
13.81. 



10 aminoethoxy)ethanol (46.0 mL> 458 mmol) in lieu of ethanolamine to prepare 90.0 g of 
tert-butyl 2-(2-hydroxyethoxy)ethylcarbainate as a colorless oil. 
PartB 

Under a nitrogen atmosphere, a solution of terf-butyl 2-(2- 
hydroxyellioxy)ethylcarbamate (89.0g, 434 mmol) in dichloromethane (1 .5 L) was cooled 

15 to 0 °C; triethylamine (90.7 mL, 650 mmol) was added dropwise. Methanesulfonyl 

chloride (36.9 mL, 477 mmol) was then added over a period of 45 minutes. A precipitate 
formed, and the reaction became yellow. The reaction was allowed to warm to room 
temperature and stirred overnight Saturated aqueous sodium bicarbonate (750 mL) was 
added. The organic layer was then sequentially washed with water (3 x 500 mL) and brine 

20 (250 mL), dried over magnesium sulfate, filtered, and concentrated under reduced pressure 
to provide 119.2 g of 2-{2-[(te^butoxycaftonyty as 
a light orange oil. 
PartC 

Under a nitrogen atmosphere, sodium azide (29.8 g, 458 mmol) was added to a 
25 solution of 2-{2-[(^-butoxycaibonyl)amino]ethoxy}ethyl methanesulfonate (1 18 g, 416 
mmol) in DMF, and the reaction was heated at 90 °C for six hours. The reaction was 
allowed to cool to room temperature overnight, and then the solvent was removed under 



5 



Example 102 
iV"-{2-[2^4-Ammo-2^thyl^,7 

yl)ethoxy]ethyl}methanesulfonainide 




Part A 



The general method described in Part A of Example 80 was followed using 2-(2- 
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reduced pressure. Water (1 L) was added, and the resulting solution was extracted with 
diethyl ether (4 x 500 mL). The combined extracts were washed with water (1 x 250 mL), 
dried over magnesium sulfite, filtered, and concentrated under reduced pressure to yield 
93.0 g of tot-butyl 2<2-azidoethoxy)etiiylcarbamate as a colorless oil. 
5 PartD 

Under a nitrogen purge, 10% palladium on carbon (9.2 g) was added to a solution 
of tof-butyl 2-(2-a 2 idoethoxy)ethylcarbamate (92.0 g, 399 mmol) in toluene (900 mL) in 
apressurevessel. The vessel was placed under hydrogen pressure (30 psi, 2.0 x ltfPa), 
and for the first 20 minutes, the hydrogen was replaced every five minutes and brought to 

10 apressureof (20psi, 1.4x ltfPa). The reaction was maintained under hydrogen pressure 
(20 psi, 1.4x 10 s Pa) overnight The reaction mixture was filtered through a layer of 
CELTTE filter aid, and the filter cake was washed with ethanoL The nitrate was 
concentrated under reduced pressure to yield 77.4 g of tert-butyl 2-(2- 
arninoethoxy)ethylcarbamate as a light green oil. 

15 PartE 

The general method described in Part B of Example 82 was used with tert-butyl 2- 
(2-ammoethoxy)ethylcarbamate in lieu of 2-[3<l,3-tmazol-2-yl)pix)poxy]emylamine. The 
reaction was heated at 60 °C overnight The crude product, an orange oil, was 
recrystallized from 40:60 ethyl acetate:hexane (100 mL) using seed crystals from a 
20 previous run. The crystals were isolated by filtration and washed with cold 90:10 
hexane:ethyl acetate. The mother liquor was concentrated under reduced pressure to 
provide a solid which was purified by column chromatography on silica gel (1200 mL, 
eluting with 70:30 hexane:ethyl acetate). The products purified by each method were 
combined to provide 59.5 g of terr-butyl 2-{2-[(2<Woro-5,6^emyl-3-mtropyridm^- 
25 yl)amino]ethoxy)ethylcarbamate as a light orange solid, m. p. 70-73 °C. 
PartF 

The general method described in Part A of Example 92 was used to convert tert- 
butyl 2-{2-[(2-cMoro-5,6-ta 

(57.0 g, 147 mmol) to 51.6 g of tot-butyl 2-{2-[(5,6-dimemyl-8-mtrotetrazolo[l,5- 
30 a ]pyrid^-7-yl)ammo]emoxy}etoylcaroamate, obtained as ayellow solid, m. p. 109-111 

°C. 
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Under a nitrogen purge, 5% platinum on carbon (2.5 g) was added to a Parr vessel 
containing a solution of terf-butyl 2-{2-[(2^Moro-5,6-<iim^ 

a]pyridin-7-yl)amino]ethoxy} ethylcarbamate (25.0 g, 63.2 mmol) in toluene (500 mL). 

The vessel was placed under hydrogen pressure (30 psi, 2.0 x 10 5 Pa) for four hours, and 
5 then 2-propanol (50 mL) was added. The reaction mixture was filtered through a layer of 

CELTTE filter aid, and the filter cake was washed with 2-propanol (500 mL) and ethanol 

(500 mL). The filtrate was concentrated under reduced pressure to yield 22.9 g of ten- 

butyl 2-{2-[(8-amino-5,6-dimethyltetr^ 

yl)amino]ethoxy}ethylcaibamate as a brown oil. 
10 Part H 

The general method described in Part E of Example 85 was used to convert tert- 

butyl 2-{2-[(8-amino-5,6-dimethyltetrazolo[l,5-fl]pyridin-7- 

yl)amino]ethoxy} ethylcarbamate (22.8 g, 62.4 mmol) to tert-butyl 2-{2-[(8-ethyl-5,6- 

dmethyl-7i/-imidazo[4,^ 
15 Triethylorthopropionate (13.2 mL, 65.5 mmol) was used in lieu of trimethylorthobutyrate. 

The crude product was obtained as a light brown solid (20.2 g), which was stirred with 

water (500 mL) for 15 minutes, isolated by filtration, and dried overnight in a vacuum 

oven at 80 °C, to provide the desired product, mp 186-188 °C, which was used without 

further purification. 
20 Parti 

A solution of trifluoroacetic acid (188 mL, 2.44 mol) in dichloromethane (300 mL) 
was cooled to 0 °C. A solution of terf-butyl 2-{2-[(8-ethyl-5,6-dime^yl-7fl-imidazo[4,5- 
c]tetoolo[l,5-a]pyridin-7-yl)]ethoxy}efliylcarbamate (19.7 g, 48.8 mmol) in 
dichloromethane (300 mL) was then slowly added over a period of 30 minutes, and the 

25 reaction was stirred overnight The volatiles were removed under reduced pressure, and 
the residual brown oil was stirred with 2-propanol (300 mL) to form a white salt, which 
was isolated by filtration and dried in a vacuum at 80 °C. The salt was dissolved in water 
(200 mL), and solid sodium carbonate was added to adjust to pH 12. The solution was 
extracted with chloroform overnight with a continuous extractor. The extracts were dried 

30 over magnesium sulfate, filtered, and concentrated under reduced pressure to provide 11.5 
g of 2-[2-(8-ethyl-5,6-dime%l^ 
yl)ethoxy]ethylamine as a white solid, m. p. 1 81-183 °C. 
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Part J 

The general method described in Part B of this example was used with the 
following modifications. 2-[2^8-E%l-5,6-dme%l^ 

a]pyridin-7-yl)e1hoxy]efli)daiiiine (2.25 g, 7.42 mmol) was used in lieu of terf-butyl 2-(2- 
5 hydroxyethoxy)ethylcarbamate. The reaction was stirred for 2 hours, and 2.8 g of crude 
product were obtained after the work-up. The crude product was purified by column 
chromatography on silica gel (200 mL, eluting with 90:10 dichloromethane:methanol) to 
provide 2.30 g of ^{2-[2-(8-ethyl-5,6-dime^ 

a]pyridin-7-yl)ethoxy]ethyl}methanesdfonamide as a white solid, m. p. 216-218 °C. 
10 PartK 

The general method described in Part F of Example 92 was used to convert N-{2- 
[2-(8-ethyl-5,6-dime1hylW 

yl)ethoxy]ethyl}methanesulfonamide (2.25 g, 5.90 mmol) to iV-{2-[2-(4-amino-2-ethyl- 
6,7-dimethyl-liHmi^ The 
15 crude product was obtained as a colorless oil (2.03 g), which was recrystallized from 2- 
propanol (45 mL) and dried in a vacuum oven at 70 °C to provide 1.37 g of the desired 
product as a white powder, mp 145-147 °C. 

*H NMR (300 MHz, DMSO) 5 6.99 (br t, 1H), 5.57 (s, 2H), 4.41 (t, /= 5.6 Hz, 2H), 3.69 
(t, J= 5.6, 2H), 3.40 (t, J= 5.8, 2H), 3.02 (q, 5.6, 2H), 2.85 (q, 7.5, 2H), 2.82 (s, 
20 3H), 2.35 (s, 3H), 2.30 (s, 3H), 1.31 (t, /= 7.5, 3H); 
MS (APCI) m/z 356 (M + H) + ; 

Anal. Calcd for Q5H25N5O3S: C, 50.69; H, 7.09; N, 19.70. Found: C, 50.69; H, 7.17; N, 
19.68. 

25 Examples 103 and 104 

2-[2-(8-Ethyl-5,6-dime^ 
yl)ethoxy]ethylamine was obtained as described in Parts A through I of Example 102, 
Under a nitrogen atmosphere, a solution of 2-[2-(8-e%l-5,6-dimethyl-7ff-imidazo[4,5- 
c]tetraazolo[l,5-a]pyridin-7-yl)e1hoxy]ethylamine (1 equivalent) and in dichloromethane 

30 was cooled to 0 °C; triethylamine (1.1 equivalents) was added. The acid chloride (1.1 
equivalents) selected from the table below was then added dropwise, and the solution was 
allowed to warm to room temperature and stirred for several hours. The reaction was 
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washed with 5% aqueous sodium hydroxide (200 mL), and the aqueous layer was 
extracted with dichloromethane (2 x 200 mL). The combined organic solutions were dried 
over magnesium sulfate, filtered, and concentrated under reduced pressure to provide a 
white solid, which was treated using the general method described in Part F of Example 92 
5 and purified as described below. 




H 



Example Number 


Acid Chloride 


R 


103 


4-morpholinecarbonyl chloride 




104 


cyclohexylcarbonyl chloride 


o 



Example 103 

A^-{2-[2^4-Amino-2-ethyl-6J-4imethyl-li?-iinidazo[4,5^]py^ 
10 yi) ethoxy] ethyl} morpholine-4-carboxamide 

The crude product was obtained as a white solid, which was recrystallized from 2- 
propanol and dried overnight in a vacuum oven at 80 °C. The crystals were dissolved in 
dichloromethane, and the solution was concentrated under reduced pressure to provide 
1.46 g of AT-{2-[2<4-annno-2-ethyl-6 J-^imemyl-lff-imidazo[4,5K;]pyridin-l- 
15 yl)ethoxy]ethyl}moroholine^aiboxamide as a white powder, mp 182-1 84 °C. 

*H NMR (300 MHz, DMSO) 8 6.40 (t,7= 5.4 Hz, 1H), 5.63 (s, 2H), 4.39 (t, /= 5.4, 2H), 
3.67 (t, /= 5.4, 2H), 3.51 (m, 4H), 3.34 (t, J= 6.1, 2H), 3.18 (m, 4H), 3.1 1 (q, /= 5.8, 
2H), 2.84 (q, J= 7.5, 2H), 2.35 (s, 3H), 2.30 (s, 3H), 1.30 (t, J= 7.5, 3H); 
MS (APCI) m/z 391 (M + H) + ; 
20 Anal. Calcd for CisHsoNdOa: C, 58.44; H, 7.74; N, 21.52. Found: C, 58.22; H, 7.77; N, 
21.73. 



230 



WO 03/103584 



PCT/US03/17659 



Example 104 

JV-{2-[2<4-Ainmo-2^%^ 

yl)ethoxy]efhyl}cyclohexanecaiboxainide 
The crude product was purified by column chromatography on silica gel (150 mL, 
eluting with 85:15 dichloromethaneimethanol) and recrystallization from 2-propanol (20 
mL). The purified crystals were dissolved in methanol, and the resulting solution was 
concentrated under reduced pressure to provide 0.88 g ofW- {2-[2-(4-amino-2-ethyl-6,7- 
dime%l-liJ-iimdazo[4,^ as a 

white powder, mp 170-172 °C. 

l HNMR (300 MHz, CDC13) 8 5.36 (br t, 1H), 4.89 (s, 2H), 4.43 (t, 5.4 Hz, 2H), 3.72 
(t, 5.5, 2H), 3.43-3.38 (m, 2H), 3.34-3.27 (m, 2H), 2.88 (q, J= 7.5, 2H), 2.45 (s, 3H), 
2.43 (s, 3H), L92-1.61 (m, 6H), 1.42 (t, J= 7.5, 3H), 1.35-1.16 (m, 5 H); 
MS (APCI) mfz 388 (M + H) + ; 

Anal. Calcd for C21H33N5O2: C, 65.09; H, 8.53; N, 18.07. Found: C, 64.85; H, 8.66; N, 
17.86. 

Example 105 

JV-Cyclohexyl-iV , -{2^ 

yl)ethoxy]ethyl} urea 
NH 2 

H H 

A modification of the methods described in Examples 103 and 104 was used to 
convert 2-[2n(8-emyl-5,6-dimemyl-7if-m^ ,5-a]pyridin-7- 
yl)ethoxy]efoylamine (2.00 g, 6.59 mmol) to JV-cyclohexyl-iV-{2-[2-(2-ethyt-6,7- 
dimefoyl-lff-inndazo[4,5-c]py^^ No tri ethylamine was used, 

and cyclohexyl isocyanate (0.93 mL, 7 25 mmol) was used in lieu of an acid chloride. The 
crude hydrogenation product was isolated as an off-white solid, which was recrystallized 
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twice from 2-propanol (15-17 mL/g) to provide 1.29 g of the desired product as white 
crystals, mp 187-189 °C. 

^NMR (300 MHz, CDC13) 8 4.94 (s, 2H), 4.42 (t, J= 5.3 Hz, 2H), 4.23 (d, /== 8.1, IB) 
3.89 (t, J- 5.3, 1H), 3.67 (t, J= 5.3, 2H), 3.51-3.37 (m, 1H), 3.36-3.31 (m, 2H), 3.19 (q, ,/ 
5 - 5.3, 2H), 2.86 (q, 7= 7.5, 2H), 2.45 (s, 3H), 2.42 (s, 3H), 1.92-1.82 (m, 2H), 1.75-L54 
(m, 3H), 1.41 (t, J= 7.5, 3H), 1.36-1.04 (m, 5 H); 
MS (APCT) 403 (M + H) + ; 

Anal. Calcd for C21H34N6O2: C, 62.66; H, 8.51; N, 20.88. Found: C, 62.39; H, 8.74; N ; 
20.85. 



15 Part A 

2-[2-(8-Ethyl-5,6-dimethyl-7J^imidazo[4,5^ 
yl)ethoxy]ethylamine (2.00 g, 6.59 mmol) was obtained as described in Parts A tto m w 
of Example 102 and treated using the method of Part J of Example 102 with 3- 
chloropropanesulfonyl chloride (0.88 mL, 7.25 mmol) used in lieu of methanesulfctiy; 
20 chloride. The crude product was purified by column chromatography on silica gel (1 00 
mL, eluting with 95:5 dichloromethane:methanol) to provide an amber oil, which was 
triturated with diethyl ether. The product was isolated by filtration to provide 2.62 g o f 3 
chloro-j\f-{2-[2-(8-ethyl-5,6^ 

yl)eflioxy]ethyl}propane-l-siilfonamide as a white solid, m. p. 126-129 °C. 
25 Part B 

Under a nitrogen atmosphere, l,8-diazabicyclo[5.4.0]undecene-7 (4.2 mL, 28 
mmol) was added to a solution of 3^Uoro-iV^{2-[2-(8-e1iiyl-5,6-dimethyl-7Jy- 



10 



Example 106 

l-{2-[2<l,l-Dioxidoisofo 

imidazo[4,5-c]pyridin-4-arnine 
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imdazo[4,5^]te1xaz^ ( 2 - 50 S> 

5.63 mmol) in DMF (50 mL), and the reaction was stirred overnight at room temperature. 
The solution was concentrated to about 25 mL under reduced pressure, and water (300 
mL) was added, A white precipitate formed, which was isolated by filtration and 
5 recrystallized from acetonitrile (20 mL) to provide 1.95 g of 7-{2-[2-(l,l- 
dioxidoisofoazohdin-2-yl>thoxy^ 

c]tetraazolo[l,5-a]pyridine as white crystals, m. p. 176-178 °C. 
PartC 

7-{2-[2<l,l-Dioxldoisoth^ 

10 inddazo[4,5-c]tetoolo[l,5»a]pyridine (1 .60 g, 3.93 mmol) was treated using the 

procedure described in Part F of Example 92. The crude product was purifed by column 
chromatography on silica gel (75 mL, eluting with 80:20 dichlorometibanemethanol) and 
recrystallized from 2-propanol to provide 038 g of white crystals. The crystals were 
dissolved in 2-propanol (10 mL) and treated with a 1 M solution of hydrochloric acid in 

15 diethyl ether (1 mL). The solution was stirred for 30 minutes, and the resulting salt was 
isolated by filtration and washed with diethyl ether. The salt was dissolved in water (25 
mL), and solid sodium carbonate was added to adjust to pH 12. The solution was seeded 
with material made in a previous run, and the resulting solid was isolated by filtration and 
washed with water to provide 0.18 g of l-{2-[2^1,l-dioxidoisothiazolidin-2- 

20 yl)ethoxy]ethyl}-2-ethyl^^ as a white solid, 

mp 157-159 °C. 

l H NMR (300 MHz, CDC13) 8 4.86 (s, 2H), 4.44 (t, 5.4 Hz, 2H), 3.74 (t, J= 5.4, 2H), 
3.57-3.51 (m, 2H), 3.13-3.08 (m, 2H), 3.04-2.97 (m, 2H), 2.89 (q, 7= 7.5, 2H), 2.87 (t, /= 
6.8, 2H), 2.44 (s, 3H), 2.42 (s, 3H), 2.19-2.08 (m, 2H), 1.41 (t, J= 7.5, 3H); 
25 MS (APCI) mfz 382 (M+ H) + ; 

Anal Calcd for C^H^NsOaS^CSO H 2 0: C, 52.29; H, 7.23; N, 17.93. Found: C, 52.54; H, 
7.49; N, 18.02. 



233 



WO 03/103584 



PCT/US03/17659 



Example 107 

JV^{2-[2<4-Am^^ 

benzoylurea 




5 Part A 

2-[2-(8-Ethyl-5,6-dimethyL^^ 
yl)ethoxy]ethylamine (2.00 g, 6.59 mmol) was obtained as described in Parts A through I 
of Example 102 and treated using the method of Part F of Example 92. The erode product 
was recrystallized from toluene (57 mL/g) to provide 3.19 g of l-[2-(2- 
10 aminoethoxy)ethyl]-2-ethyl-6 /7^iimefliyl-li?-M as white 

crystals, m. p. 152-154 °C. 
PartB 

A solution of l-[2-(2-aminoethoxy)ethyl]-2-ethy^^ 
c]pyridin-4-amine (1.60 g, 5.77 mmol) was treated with benzoyl isocyanate (0.98 g, 6.6 

15 mmol) using the method described in Example 105. The crude product was purified by 
column chromatography on silica gel (150 mL, eluting with 90:10 
dichloromethane:methanol) and recrystallized from acetonitrile (75 mL/g). The crystals 
were subsequently recrystallized twice from 2-propanol (40-44 mL/g) and then stirred in 
water for 30 minutes and isolated by filtration. The solid was dried for three days under 

20 high vacuum to provide 0.54 g of i^-{2-[2-(4-ainino-2-ethyl-6,7-dime1hyl-lf^ 

c]pyridin-l-yl)ethoxy]etiiyl}-JV , -bCTZoylurea as a white solid, mp 185-187 °C. l H NMR 
(300 MHz, CDC13) 8 8.98 (br s, 1H), 8.87 (br t, 1H), 7.93-7.87 (m, 2H), 7.63-7.56 (m, 
1H), 7.52-7.44 (m, 2H), 4.84 (s, 2H), 4.45 (t, J= 5.8 Hz, 2H), 3.76 (t, J= 5.8, 2H), 3.57- 
3.46 (m, 4H), 2.91 (q, /= 7.5, 2H), 2.42 (s, 6H), 1.41 (t, J= 7.5, 3H); MS (APC1) mlz 425 

25 (M + H) + ; Anal. Calcd for C^H^C^O^ H 2 0: C, 61.59; H, 6.70; N, 19.59. Found: C, 
61.25; H, 6.90; N, 19.72. 
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Example 108 
JV-[({2-[2<4-Amino-2-e^-6,7-dm 

yl)etb.oxy]ethyl} amino)carbonyl]benzeneswlfonamide 




A solution of l-[2<2-anunoemoxy)emyl]-2-emyl-6 J-dimethyl-lff-jmidazo[4,5- 
c]pyridin-4-amine (1.45 g, 5.23 mmol), obtained as described in Part A of Example 107, 
was treated with benzenesulfonyl isocyanate (0.70 mL, 5.2 mmol) using a modification of 
the method described in Example 105. The crude reaction mixture was concentrated 
under reduced pressure, and the residue was purified by column chromatography on silica 
gel (eluting with 79.5:19.5:1 d^cUoromelhanennethanolAiemylamine) to provide a white 
solid. The solid (1.05 g) was stirred with 90:10 dichloromethane:methanol (40 mL), 
isolated by filtration, and recrystallized from DMF (10 mL) to provide 0.41 g of W-[({2-[2- 
(4-ammo-2-emyl-6,7-Klimemyl4^^ 

yl)emoxy]emyl}annno)carbonyl]benzenesulfonamide as a white solid, mp 201-203 °C. 
MS (ESI) mfz 461 (M + H) + . 

Example 109 

2-(Emoxymemyl)-6,7-dim^^ 

c]pyridm-4-amine 




Part A 
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(2-CMoro-5,6-dimethyl-3-iutropyridin^y 
(19.6 g, 58.2 mmol), which was prepared as described in Parts A through C of Example 
84, was treated with sodium azide (7.57 g, 1 16 mmol) using the general method described 
in Part A of Example 92. The crude solid was recrystallized from acetonitrile to provide 
5 16.2 g of (5,6-dimethyl-8-*ritrote^^ 
ylmethoxy)ethyl]amine as an orange solid. 
PartB 

(5,6-Dimethyl-8-mtrotetraazolo[l^ 
ylmethoxy)ethyl]amine (16.2 g, 46.9 mmol) was hydrogenated using the conditions 

10 described in Part G of Example 80 with the following modification. The filter cake was 
washed with hot toluene and 50:50 dichloromethane:methanol, the filtrate was 
concentrated under reduced pressure to provide the crude product, which was triturated 
with diethyl ether and isolated by filtration to afford 5,6-dimethyl-J^ 7 -[2-^)yridin-4- 
ylmetiioxy)ethyl]tetrazolo[l,5^]pyridine-7,8^amine as a white solid. 

15 PartC 

The general method described in Part E of Example 82 was used to convert 5,6- 
dimethyl-iV^p^yridm^ (6.0 g, 

19 mmol) to 8-ethoxy-5,6-dmethyl-7-[2-(py^ 

c]tetrazolo[l,5-a]pyridine. The crude product was triturated with diethyl ether, isolated by 
20 filtration, and recrystallized from acetonitrile (1.8 mL/g) to provide 4.53 g of the desired 
product as off-white crystals. 
PartD 

Under a nitrogen atmosphere, a solution of 8^thoxy-5,6-dimethyl-7-[2-(pyridin-4- 
ylmethoxy)ethyl]-7i?-M (4.04 g, 10.5 mmol) and 

25 triphenyl phosphine (3.04 g, 1 1.6 mmol) in xylene (50 mL) was heated at reflux for 18 
hours. The solution was allowed to cool to room temperature, and the volatiles were 
removed under reduced pressure. The residual oil was treated with aqueous hydrochloric 
acid (50 mL of 1 M) and stirred for 30 minutes; a white precipitate formed. The solution 
was then washed with dichloromethane (3x2 mL), treated with 1 N aqueous potassium 

30 hydroxide to adjust to pH 14, and cooled to near 0 °C. The product precipitated and was 
isolated by filtration, washed with diethyl ether, and dried under reduced pressure. The 
resulting solid was washed with water, isolated by filtration, washed with diethyl ether, 
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and recrystallked from toluene. The solid was dissolved in methanol, and the solution 
was concentrated under reduced pressure. This was repeated three times before the solid 
was finally triturated with diethyl ether and isolated by filtration to provide 2.17 g of 2p 
(emoxvmemyl)-6,7-dime^ 

5 4-amine as small tan crystals, mp 143-145 °C. 

»H NMR (300 MHz, DMSO) 8 8.45 (d, J= 6.2 Hz, 2H), 7.11 (d, /= 5.6 Hz, 2H), 5.80 (s, 
2H), 4.69 (s, 2H), 4.61 (t, J- 5.6 Hz, 2H), 4.48 (s, 2H), 3.80 (t, /= 5.6 Hz, 2H), 3.48 (q, / 
= 6.9 Hz, 2H), 2.37 (s, 3H), 2.31 (s, 3H), 1.10 (t, J= 6.9 Hz, 3H); 
MS (APCT) m/z 356 (M + H) + ; 

10 Anal. Calcd for Crffe^: C, 64.20; H, 7.09; N, 19.70; Found: C, 63.93; H, 7.43; N, 

19.76. 

Example 110 

2,6,7-Trmiemyl-l-[2-(pyri<mi-4-yhTiemoxy)emyl]-^ 

rrv- 



15 





N 

Using the general method described in Part E of Example 85, 5,6-dimethyl-iV r7 -[2- 
(pyridm-4-ylmethoxy)emyl]tet^ ( 60 & 19 mmol )» 

prepared as described in Parts A and B of Example 109, was treated with 
triethylormoacetate (3.7 mL> 20 mmol) in lieu of trimethylorthobutyrate. The crude 
20 product was triturated with diethyl ether and isolated by filtration to provide 6.07 g of 
5,6,8-trimemyl-7-[2-(pvridm^ 
cjpyridine as a brown solid. 
PartB 

The general method of Part D of Example 109 was used to convert 5,6,8-trimelhyl- 
25 7-[2-(pyridn-4-yhiiethoxy)e^ 

mmol) to 2.18 gof 2,6,7-trimemyl-l-[2-(pyridi^ 

c]pyridin-4-amine, which was obtained as a white solid, mp 208-210 °C. 
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l H NMR (300 MHz, DMSO) 8 8.45 (m, 2H), 7.1 1 (d, J= 6.2 Hz, 2H), 5.64 (s, 2H), 4.50 
(t, /= 5.6 Hz, 2H), 4.48 (s, 2H), 3.77 (t, J= 5.3 Hz, 2H), 2.50 (s, 3H), 2.33 (s, 3H), 2.29 
(s, 3H); MS (APCI) m/z 312 (M + H) + ; 

Anal. Calcd for C l7 H 2 iN 5 0: C, 65.57; H, 6.80; N, 22.49; Found: C, 65.60; H, 6.84; N, 
5 22.57. 

Example 111 
2-(Ethoxymethyl)-6,7-dimethyl-l^^ 

inndazd[4,5^]pyridin^amine 




Part A 

Using a modification of the method described in Part A of Example 85, 2-(2- 
cMoro-5,6-dimethyl-3-rritropyridm^ was prepared. Ethanolamine was 

used in lieu of 5 -amino- 1 -pentanol, and the reaction was heated at 60 °C for six hours. 
15 PartB 

Pyridine (1.0 mL, 12 mmol) and 4-dimethylaininopyridine (DMAP) (0.005 g, 0.04 
mmol) was added to a solution of 2^2-cMoio-5,6-dimdhyl-3-nitropyridin-4- 
ylamino)ethanol (0.50 g, 2.0 mmol) in anhydrous dichloromethane (4.5 mL). Under a 
nitrogen atmosphere, acetic anhydride (0.8 mL, 8 mmol) was added, and the yellow 

20 solution was stirred at room temperature for 1 .3 hours. The volatiles were removed under 
reduced pressure, and the residual yellow oil was dissolved in dichloromethane. The 
solution was washed with aqueous sodium bicarbonate, water, and brine, and then dried 
over sodium sulfate, filtered, and concentrated under reduced pressure to provide 0.55 g of 
acetic acid 2-(2-cMoro-5,6-dimethyl-3-nitropyridin-4-ylamino)ethyl ester as a yellow 

25 solid. 
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PartC 

A modification of the method of Part A of Example 92 was used to convert acetic 
acid 2-(2^hloro-5,6^fimethyl-3-nitropyridm ester (8,02 g, 27.9 mmol) to 

acetic acid 2-(5,6-dimethyl-8-m^ ester. A 3:1 

5 acetonitrile:water mixture was used as the solvent, and the reaction was heated at reflux 
for 21 hours. The crude product was obtained as an oil, which was triturated with diethyl 
ether, isolated by filtration, and washed with water and diethyl ether to provide 7.3 g of the 
desired product. 
PartD 

10 The procedure described in Part F of Example 80 was used to convert acetic acid 

2^5,6~dime^yl-8-nitrotetraazolo[l,5^]pyridin^ ester (6.18 g, 21.0 mmol) 

to 5.20 g of acetic acid 2-(8-aimno-5,6-dimethylteta 
ester, which was obtained as a tan solid. 
PartE 

15 The method described in Part E of Example 82 was used to convert acetic acid 2- 

(8-amino-5,6-dimethyltetrazolo^^ ester (5.20 g, 19.7 mmol) 

to 6.10 g of acetic acid 2-(8-ethoxymethyl-5,6-dmeth^ 
a]pyridin-7-yl)ethyl ester, which was obtained as a tan solid. 
PartF 

20 A mixture of 2^8-ethoxymethyl-5,6-dime^ ,5- 

a]pyridin-7-yl)ethyl ester (6.10 g, 18.4 mmol) and methanol (60 mL) was stirred and 
heated to 70 °C. Potassium carbonate (1.90 g, 13.8 mmol) was added to the resulting 
solution, and the reaction was stirred at 70 °C for 15 minutes then allowed to cool to room 
temperature. The volatiles were removed under reduced pressure, and the residue was 

25 dissolved in 9:1 dichloromethane:methanol and filtered through a layer of silica gel (53 g). 
The volatiles were removed under reduced pressure to provide 4.98 g of 2-(8- 
ethoxyme1hyl-5,6^3imethyl^ as a 

solid containing some minor impurities, 
PartG 

30 The method described in Part A of Example 81 was followed. 2-(8-Ethoxymethyl- 

5,6-dimethyl-7iWmi^ g, 16.8 mmol) 

was used in lieu tert-butyl 2-hydroxyethylcarbamate. 8-Ethoxymethyl-5,6-dimethyl-7-(2- 
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prop-2-ynyloxyethyl)-7#-^ (5.5 g), containing some 

minor impurities, was obtained as a white solid 

PartH 

The method described in Part B of Example 81 was followed 8-Ethoxymethyl- 
5 5,6^imethyl-7-(2-prop-2-yny (5.5 g, 

17 mmol) was used as the starting material in lieu of tert-butyl 2-(prop-2- 
ynyloxy)ethylcafbamate, and 5-bromopyrimidine was used in lieu of 3-bromopyridine. 
The crude product was purified by column chromatography on silica gel (620 g, ehiting 
with 98:2 dichloromethane:methanol), and the resulting solid was mixed with 2-propanol 
10 (150 mL). Insoluble impurities were removed by filtration, and the solution was 

concentrated to a volume of 20 mL. The product crystallized and was isolated by filtration 
and washed with 2-propanol and diethyl ether to provide 6.10 g of 8-ethoxymethyl-5,6- 
dimethyl-7-[2^3-pyrimid^^ 
ajpyridine as white crystals. 
15 Parti 

The method described in Part D of Example 109 was used with the following 
modification. The reaction was carried out in refluxing toluene, and 8-ethoxymethyl-5 9 6- 
dimethyl-7-[2-(3-pyri^ 

^pyridine (6.20 g, 15.3 mmol) was used in lieu of 8^thoxy-5,6-dimethyl-7-[2-(pyridin-4- 
20 ylmethoxy)ethyl]-7Zf-i^^ The crude product was 

purified by column chromatography on silica gel (200 g, eluting with 95:5 

dichloromethanennethanol) to provide 0.852 g of 2<ethoxymethyl)-6,7-dm 

pyrimidk-5-ylprop-2-ynyl)oxy] as a white 

powder, mp 122-124 °C. 
25 ! H NMR (300 MHz, DMSO) 8 9.18 (s, 1H), 8.83 (s, 2H), 6.05 (s, 2H), 4.70 (s, 2H), 4.61 

(t, J= 5.6 Hz, 2H), 4.44 (s, 2H), 3.90 (t, /= 5.6 Hz, 2H), 3.50 (q, J= 6.9 Hz, 2H), 2.40 (s, 

3H), 2.30 (s, 3H), 1.12 (t, /= 7.2 Hz, 3H); 

MS (APCI) m/z 381 (M + H) + ; 

Anal. Calcd for CjoH^CV. C, 63.14; H, 6.36; N, 22.09; Found: C, 62.84; H, 6.37; N, 
30 22.12. 
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Example 112 

2<Ethoxymemyl)-6,7Hmne^^ 

c]pyridin-4-amine 
NH 2 




W 

5 Under a nitrogen purge, 2<emoxymethyl)-6 ,7-dmiemyl-l-{2-[(3-pyrimidm-5- 

ylprop-2-ynyl)oxy]eraylH#-inuto (0.69 g, 1.8 mmmol), 

prepared as described in Example 111, 10% palladium on carbon (0.1 g), and methanol 
(10 mL) were added to a Parr vessel. The vessel was placed under hydrogen pressure (50 
psi, 3.4 x 10 s Pa) for 2.5 hours. The reaction mixture was filtered through a layer of 
10 CELITE filter aid, and the filter cake was rinsed with methanol (200 mL). The filtrate was 
concentrated under reduced pressure to yield an oil, which was triturated with diethyl ether 
then recrystallized from toluene (3 mL). The crystals were dried for 24 hours at 94 °C and 
then dissolved in methanol. The solution was concentrated to provide an oil that was 
triturated with diethyl ether and dried under reduced pressure to provide 0.202 g of 2- 
15 (ethoxymerayl)-6,7-dimemyl4-P^^ 

c]pyridin-4-amine as a white powder, mp 127-129 °C. 

^NMR (300 MHz, DMSO) 5 9.00 (s, 1H), 8.54 (s, 2H), 5.79 (s, 2H), 4.69 (s, 2H), 4.54 
(t, J= 5.6 Hz, 2H), 3.70 (t, /= 5.6 Hz, 2H), 3.5 (q, J= 7.1 Hz, 2H), 3.33 (t, J= 62 Hz, 
2H), 2.47 (t, J= 8.1 Hz, 2H), 2.39 (s, 3H), 2.31 (s, 3H), 1.74 (p, /= 7.5, 6.2 Hz, 2H), 1.31 
20 (t, 7=6.9 Hz, 3H); 

MS (APCI) m/z 385 (M + H) + ; 

AnaL Calcd for C20H28N6O2: C, 62.48; H, 7.34; N, 21.86; Found: C, 62.20; H, 734; N, 
21.58. 



25 



241 



WO 03/103584 PCT/US03/1 7t>5V 



Example 113 
N- {2-[2^4-Amino-7-bromo-2-propyl~ 
li/-imidazo[4,5-c]pyridin4^ 




Solid potassium acetate (0.62 g, 6.32 mmol) was added to a solution of N-{2-{2 {4« 
amino-2-propyl-liHmid^ (LS & 

5.27 mmol) in acetic acid (32 mL). After the potassium acetate had dissolved bromine 

10 (1.26 g, 7.91 mmol) was added dropwise. The reaction was stirred at ambient temper t u - 
tor 40 minutes at which time analysis by thin layer chromatography indicated that the 
reaction was complete. Excess bromine was quenched by the addition of saturated 
aqueous sodium bisulfite (~ 1 mL). The pH of the reaction mixture was adjusted t, ,1 
by the addition of saturated aqueous sodium bicarbonate (100 mL) followed by the 

15 addition of solid sodium bicarbonate. The reaction mixture was extracted with 

dichloromethane (2 x 100 mL). The combined extracts were washed sequentially wr. 
water, saturated aqueous sodium bicarbonate (100 mL) and brine (100 mL), dried over 
sodium sulfate, filtered and then concentrated under reduced pressure to provide a t to «v : , 
gooey solid. This material was purified by chromatography (silica gel eluting with 9 5 

20 dichloromethane:metiianol) to provide 1 .7 g of N- {2-[2-(4-amino-7-bromo-2-prop>i a E- 
imidazo[4,5-c]pyridm-l^ as a white waxy so lid, m;p 

129-131 °C. 

l H NMR (300 MHz, DMSCW*) 87.68 (s, 1H), 7.00 (t, /= 6.0 Hz, 1H), 6.21 (bs, 2H) V 4.3 
(t, J- 5.7 Hz, 2H), 3.75 (t, J= 5.7 Hz, 2H), 3.42 (t, 5.7 Hz, 2H), 3.03 (q, /» 5 3 Hz, 
25 2H), 2.86 (t,J= 7.5 Hz, 2H), 2.84 (s, 3H), 1.81 (sextet, J= 7.5 Hz, 2H), 1.01 (t, J- 73 
Hz, 3H); MS (APCI) m/z 420/422 (M + H) + ; 

Anal. Calcd for CuH^BrNsChS: C, 40.01; H, 5.28: N, 16.66. Found: C, 39.66; H, k 96 
N, 16.29. 
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Example 114 

l_[2-(2-Ammoetho^ 




5 PartA 

Using the general method of Example 113, terf-butyl 2-[2-(4-ammo-2-propyl-l#- 
imidazo[4,5-c]pyridin4^ (0.9 g, 2.48 mmol) was broininated to 

provide 0.85 g ofterf-butyl 2-[2<4-amino-74)romo-2-prop^^^ 
yl)ethoxy]ethylcarbamate as a brown foam, 
10 PartB 

Hydrochloric acid (1 .8 mL of 4.25 M in efhanol) was added to a solution of the 
material from Part A in ethanol (1 0 mL). The reaction was heated at reflux for 1 hour and 
then concentrated under reduced pressure to provide a brown foam. The foam was 
recrystallized from ethyl acetate (13 mL) to provide 0.4 g of l-[2^2-aminoethoxy)ethyl]- 
15 7-bromo-2-propyl-lff-imida2^ as brown rock-needles, mp 114- 

117 °C. 

Anal. Calcd for Ci3H 2 oBrN 5 0: C, 45.62; H, 5.89; N, 20.46. Found: C, 45.90; H, 5.58; N, 
20.15. 

20 Example 115 

AT- {2-[2-(4-Amino-7-bromo-2-pro^ 
lif-imidazo[4,5-cfr^ 

1> H 2 




25 
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Triethylamine (0.07 g, 0.66 mmol) was added to a solution of U[2-(2^ 
aminoethoxy)ethyl]-7-^ (0.15 g, 0.44 



added dropwise to the reaction mixture. The reaction mixture was stirred at ambient 
5 temperature for 10 minutes at which time analysis by thin layer chromatography indicated 
that the reaction was complete. The reaction mixture was partitioned between 
dichloromethane (30 mL) and saturated aqueous sodium bicarbonate (20 mL). The layers 
were separated. The organic layer was washed sequentially with saturated aqueous 
ammonium chloride (20 mL) and brine (20 mL), dried over sodium sulfate, filtered and 
10 then concentrated under reduced pressure to provide 0 23 g of a clear, glassy solid. The 
crude material was purified by chromatography (silica gel eluting with 95:5 
dichloromethanermethanol) to provide 0.05 g of N- {2-[2-(4-amino-7-bromo-2-propyl-l J?- 
imidazo[4,5-c]pyridm-l-yl)ethoxy as a white amorphous solid. 

l H NMR (300 MHz, DMSO-d*) 8 8.46 (t, J= 5.6 Hz, 1H), 7.80 (d, J= 8.7 Hz, 2H), 7.66 



15 (s, 1H) 7.53 (d, 7= 8.7 Hz, 2H) 6.21 (bs, 2H), 4.55 (t, J= 5.7 Hz, 2H), 3.75 (t, J= 5.7 Hz, 
2H), 3.42 (t, J= 5.7 Hz, 2H), 3.03 (q, J= 5.9 Hz, 2H), 2.86 (t, J= 7.5 Hz, 2H), 2.84 (s, 
3H), 1.81 (sextet, /= 7.5 Hz, 2H), 1.01 (t, /= 7.5 Hz, 3H); 
MS (APCI) m/z 480/482 (M + H) + ; 

Anal. Calcd for C 2 oH23BrClN 5 02 • 0.25 H 2 0: C, 49.50; H, 4.88: N, 14.43. Found: C, 
20 49.43; H, 4.81; N, 14.13. 



Cyclohexyl isocyanate (0.09 g, 0.69 mmol) was added dropwise to a suspension of 
l-[2-(2-ammoethoxy)ethyl]-7-^^ 

g, 0.63 mmol) in dichloromethane ( 3.5 mL). The reaction mixture became homogeneous 



mmol) in dichloromethane ( 2 mL). 4-Chlorobenzoyl chloride (0.09 g, 0.53 mmol) was 



Example 116 
N- {2-[2-(4-Amino-7-bromo-2-propyl- 
li?-imidazo[4,5^]pyridm 



25 
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for a short time and then a precipitate formed. The precipitate was isolated by filtration 
and washed with dichloromethane to provide 0.23 g of a beige powder, which was 
recrystallized from ethanol (1.5 mL) to provide 0.06 g of iV-{2-[2<4-arnmo-7-brom 
propyl-l#-imidazo[4,5-c]pyri^ as white needles, 

5 mp 185-186 °C. 

V H NMR (300 MHz, DMSO-d tf ) 8 7.67 (s, 1H), 6.20 (bs, 2H), 5.78 (d, /= 7.5 Hz, 1H) 
5.65 (t, J= 5.3 Hz, 1H) 4.53 (t, 7= 5.7 Hz, 2H), 3.73 (t, J= 5.7 Hz, 2H), 3.33 (t, J= 5.9 
Hz, 2H), 3.07 (q, J= 5.9 Hz, 2H), 2.85 (t, /= 7.5 Hz, 2H), 1.81 (sextet, J= 7.5 Hz, 2H), 
1.73-1.69 (m, 2H), 1.64-1.60 (m, 2H),1.53-1.49 (m, 2H), 1.26-1.06 (m, 4H) 1.00 (t, J= 
10 7JHz,3H); 

MS (APCI) m/z 467/469 (M + H) + . 

Anal. Calcd for CioHsiBrNcC^: C, 51.39; H, 6.68: N, 17.98. Found: C, 51.35; H, 6.73; N, 
18.05. 

» 

15 Example 117 

N- {2-[2-(4- Amino-7-hex-l -ynyl-2-propyl- 
li?-imidazo[4,5-c]pyridin-l-yl)ethoxy]e 




20 DicUorobis(triphenylphosphine)paUadiiim(IQ (0.25 g, 0.36 mmol) and copper (!) 

iodide (0.14 g, 0.71 mmol) were added to a suspension containing iV-{2-[2-(4-amino-7- 
bromo-2-propyl-lifrnri C 1 - 5 & 

3.57 mmol), triethylamine (2 mL, 14 mmol), hexyne (1.23 mL, 10.7 mmol) and 
acetonitrile (18 mL). The reaction was heated to reflux and the progress was monitored by 

25 higji performance liquid chromatography. After 2.5 hours hexyne (1 eq.), 

dicUorobis(triphenylphosphine)palladium(II) (0.1 eq) and copper Q) iodide (02 eq) were 
added. After an additional hour dicttorobis(1ripheny]phospM (0.1 eq) and 

copper (I) iodide (0.2 eq) were added. After a total reaction time of 5.5 hr the reaction 
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mixture was allowed to cool to ambient temperature and then it was concentrated under 
reduced pressure to provide a dark oiL The oil was partitioned between dichloromethane 
(200 mL) and saturated aqueous ammonium chloride (100 mL). The organic layer was 
separated, washed with brine (100 mL), dried over sodium sulfate, filtered and then 

5 concentrated under reduced pressure to provide a dark sludge. This material was purified 
by chromatography (silica gel eluting with 95:5 dichloromethane:methanol) to provide 1 .0 
g of a brown oil which was found to be a 85:15 mixture of product and starting material. 
The oil was combined with triethylamine (1.5 eq), hexyne (1 eq.), acetonitrile (5 mL), 
dicMorobis(triphenylphosphine)paUadii]m(II) (0.1 eq), and copper (I) iodide (0.2 eq) and 

10 then heated at reflux for 2 hr. The reaction mixture was allowed to cool to ambient 
temperature and then stirred for 20 hr. The reaction mixture was concentrated under 
reduced pressure to provide a dark oil. The oil was purified by chromatography (silica gel 
eluting with 95:5 dichloromethaneanethanol) to provide N- {2-[2-(4-airrino-7-hex-l-ynyl- 
2-propyl- 

15 lff-imidazo[4,5-c]pyridin^ as a colorless oil. 

*H NMR (300 MHz, DMSO-4*) 8 7.68 (bs, 1H), 6.99 (t, J= 6.0 Hz, 1H), 6.30 (bs, 2H), 
4.55 (t, J - 5.7 Hz, 2H), 3.74 (t, J= 5.7 Hz, 2H), 3.41 (t, 5.7 Hz, 2H), 3.03 (q, J= 5.9 
Hz, 2H), 2.86-2.81 (m, 5H), 2.46 (m, 2H), 1.83 (sextet, J~ 7.5 Hz, 2H), 1.59-1.40 (m, 
4H), 1.00 (t, J= 7.5 Hz, 3H), 0.93 (t, J= 7.2 Hz, 3H); 

20 MS(APCI)m/z422(M + H) + . 

Example 118 
N- {2-[2-(4-Amino-7-hexji-2-propyl- 
lff-imidazo[4,5-c]pyridin-l-yl)ethoxy]ethyl}metha^ 




Solid palladium on carbon (0.5 g of 10%) was added to a Parr vessel and then 
wetted with isopropanol (1 mL). JV^{2-[2-(4-Amino-7-hex-l-ynyl-2-propyl-lJy- 

246 



WO 03/103584 



PCT/US03/17659 



imidazo[4,5-c]pyridm-l-yl)etho^ (-0.5 g) was added to the 

vessel followed by the addition of methanol (-10 mL). The vessel was placed on a shaker 
and placed under hydrogen pressure (50 psi, 3.4X 10 s Pa). After 20 hours the reaction 
mixture was filtered through a layer of CELtTE filter agent to remove the catalyst and the 
5 filter cake was washed with methanol (-100 mL). The nitrate was concentrated under 
reduced pressure. The residue was purified by chromatography (silica gel eluting with 
95:5 dicbioromethaneanethanol) to provide ^-{2-[2^4-amino-7-hexyl-2-propyl-lH- 
unidazo[4,5^]pyridm-l-yl)ethoxy]etiiyl}methane as a clear oil. 

*H NMR (300 MHz, DMSO-rf tf ) 8 738 (s, 1H), 6.97 (t, /= 6.0 Hz, 1H), 6.00 (bs, 2H), 



10 4.35 (t, J- 5.7 Hz, 2H), 3.68 (t, /= 5.7 Hz, 2H), 3.37 (m, 2H), 3.00 (q, 5.9 Hz, 2H), 
2.84 (t, J= 7.5 Hz, 2H), 2.82 (s, 3H), 2.72 (t, J= 7.5 Hz, 2H), 1.81 (sextet, J= 7.5 Hz, 
2H), 1.55-1.50 (m, 2H), 1.37-1.28 (m, 2H), 1.01 (t, 7= 7.5 Hz, 3H), 0.89-0.84 (m, 3H); 
MS (APCI) m/z 426 (M + H) + . 



O 

The general methods described in Example 101 were followed with the following 
20 modifications. To one-third of the crude solution of 4-[3-(5,6-dimethyl-8-propyl-7^ 
imidazo[4,5-c]tetrazolo[l,5-a]pyridm-7-yl)propane-l-su^^ chloride in 

dichloromethane, described in Part B of Example 101, was added butylarnine (0.49 mL, 
4.9 mmol) in lieu of morpholine, and the reaction was stirred overnight Additional 
butylarnine (0.5 mL) was added, and the reaction was stirred for two hours. 
25 DicMoromethane (100 mL) was added to the reaction mixture, and the resulting solution 
was washed with saturated aqueous sodium carbonate (3 x 25 mL), water (3 x 25 mL), 
10% by volume acetic acid in water (3 x 30 mL), and water (30 mL), dried over sodium 



Example 119 
4-[3-(4-Animo-6,7-<imemyl-2-propyl-lH-imidazo[^ 

sulfonyl]-N-butylbenzamide 
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sulfate, filtered, and concentrated under reduced pressure. The crude product was dried 
for three hours in a vacuum oven at 1 00 °C and then triturated with ethyl acetate to 
provide a solid that was isolated by filtration and dried for three hours in a vacuum oven at 
90 °C. AT-Butyl-4-[3-(5,6-dim^ 

5 yl)propane-l-sulfonyl]benzamide (830 mg, 1.62 mmol) was treated as described in Part C 
of Example 101 . The crude product was purified by column chromatography on silica gel 
(eluting sequentially with chloroform and 90:10 chlorofonn:methanol) to provide the 
product as an oil, which was recrystallized from ethyl acetate:hexane with a few drops of 
methanol to yield crystals. The crystals were isolated by filtration, washed with hexanes, 

10 and dried in a vacuum oven at 80 °C to provide 0. 18 g of 4-[3-(4~amino^,7-diinethyl-2- 
pn>pyi4#-intidazo[4,5^ as a white 

powder, mp 147.0-149.0 °C. 

l H NMR (300 MHz, CDC1 3 ) 8 7.83-7.75 (m, 4H), 6.71-6.63 (m, 1H), 4.83 (br s, 2H), 4.35 
(dd, J= 7.2, 7.2, 2H), 3.50 (quart, J= 7.2, 2H), 3.05 (dd, J= 7.5, 7.5, 2H), 2.74 (dd, /= 
15 7.7, 7.7, 2H), 2.35 (s, 3H), 2.28 (s, 3H), 2.13 (quint, 7.4, 2H), 1.84 (sextet, /= 7.6, 
2H), 1.73-1.62 (m, 2H), 1.46 (sextet, /= 7.3, 2H), 1.05 (t, J= 7.3, 3H), 0.99 (t, 7.3, 
3H); 

MS (APCI) mfz 486 (M + H) + ; 

Anal. Calcd for C25H35N5O3S: C, 61.83; H, 7.264; N, 14.42; Found: C, 61.50; H, 7.2; N, 
20 14.06. 

Example 120 
4-[3-(4-Amino-6,7-dimethyl-2-propy 

sulfonyl]-AT-butyl-iV-methyIbenzamide 




The general methods described in Example 101 were used with the following 
modifications. To one-third of the crude solution of 4-[3-(5,6-dimethyl-8-propyl-7ff- 
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imdazo[4,5-c]teti^olo[^ chloride in 

dichloromethane, described in Part B of Example 101, was added N-methyl butylamine 
(0.583 mL, 4.92 mmol) in lieu of morpholine, and the reaction was stirred overnight 
Additional iV-methyl butylamine (0.5 mL) was added, and the reaction was stirred for two 
5 hours. The crude product was recrystallized from ethyl acetate:hexane, and the crystals 
were dried for three hours in a vacuum oven at 90 °C. iV^Butyl-4-[3-(5,6-dme 
propyl-7iMmidazo[4,5^]^ 

benzamide (770 mg, 1.46 mmol) was treated as described in Part C of Example 101. The 
crude product was recrystallized from ethyl acetate:hexane with a couple drops of 
1 0 methanol to provide crystals, which were isolated by filtration, washed with hexane, and 
dried for four hours under high vacuum at 50 °C to provide 0.56 g of 4-[3-(4-amino-6,7- 
dimethyl-2-pix>pyl-l#-imi 

methylbenzamide as a white powder, mp 127.0-129.0 °C. *H NMR (300 MHz, CDC1 3 ) 6 
7.95 (d, J= 8.4, 2H), 7.58 (d, J= 8.4, 2H), 4.92 (br s, 2H), 4.42 (dd, /= 7.8, 7.8, 2H), 3.55 
15 (dd, J= 7.8, 7.8, 1H), 3.21 - 3.05 (m, 4.5 H), 2.90 (s, 1.5 H), 2.77 (dd, 7-7.7, 7.7, 2H), 
2.43 (s, 3H), 2.39 (s, 3H), 2.23 (quint, /= 7.6, 2H), 1.93-1.36 (m, 5H), 1.15 (quart, /= 7.5, 
1H), 1.07 (t, J= 7.4, 3H), 0.99 (t, J= 7.0, 1.5H), 0.81 (t, J= 7.4, 1.5H); 
MS (APCI) mk 500 (M + H) + ; 

Anal. Calcd for C26H37N5Q3S: C, 62.50; H, 7.464; N, 14.02; Found: C, 62.26; H, 7.78; N, 
20 13.87. 

Example 121 

l-[2-(2-Aminoethoxy)ethyl]^ 



amine. 



25 




Part A 
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Under a nitrogen atmosphere, propanenitrile (120 mL, 1.7 mmol) was added 
dropwise to malonyl dichloride (100 g, 0.709 mmol), and the reaction was stirred for 24 
hours at room temperature during which time a precipitate formed. Dioxane (300 mL) 
was added to the reaction mixture, and the precipitate was isolated by filtration and 

5 washed with dioxane (100 mL) to provide a tan solid. The solid was dissolved in a 
mixture of dioxane (75 mL) and methanol (30 mL) with heating. The methanol was 
removed under reduced pressure, and a white precipitate formed, which was isolated by 
filtration and washed with dioxane. The solid was dried overnight in a vacuum oven at 80 
°C to provide 13.0 g of 6^Moix>^hydioxy-5-methylpyridin-2(l fl)-one hydrochloride 

10 hydrate as a white solid. 
PartB 

A solution of 6^hlorcH4-hydroxy-5-methylpyridin-2(lfO-one hydrochloride 
hydrate (67.0 g, 0.313 mmol) in concentrated sulfuric acid (335 mL) was cooled to ~0 °C; 
nitric acid (19.6 mL of 16 M) was added dropwise over a period of ten minutes. The 
15 reaction was stirred for 20 minutes and then poured slowly into 2.5 L of ice water. A 
yellow precipitate formed, which was isolated by filtration and dried overnight in a 
vacuum oven at 60 °C to provide 39.7 g of 6^Uoro^-hydroxy-5-methyl-3-nitropyridin- 
2(LH)-one as a yellow solid. 
PartC 

20 A solution of 6-cMoro^hydxoxy-5-methyl-3-mtr^ (10.9 g, 53.4 

mmol) in dichloromethane (380 mL) was cooled to 0 °C. Triethylamine (22.3 mL, 160 
mmol) was added, and the solution was stirred for ten minutes. Trifluoromethanesulfonic 
anhydride (18.0 mL, 107 mmol) was then added dropwise over a period of five minutes, 
and the solution was stiired for 1.5 hours at 0 °C. A solution of terf-butyl 2-(2- 

25 aminoethoxy)ethylcarbamate (12.0 g, 58.8 mmol), prepared as described in Parts A 

through D of Example 102, in a small amount of dichloromethane was then added over a 
period of five minutes, and the reaction was allowed to warm to room temperature slowly 
and stirred overnight The solution was then washed with water (2x150 mL) and brine 
(150 mL), dried over magnesium sulfate, filtered, and concentrated under reduced 

30 pressure. The residue was purified by column chromatography on silica gel (eluting 

sequentially with 80:20 hexanes:ethyl acetate and 50:50 hexanesrethyl acetate) to provide 
a yellow oil, which was dissolved in diethyl ether and concentrated under reduced pressure 
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to provide 16.5 g of trifluoromethanesulfonic acid 4-[(2-{2-[(tert- 

butoxycarbonyl)anfino]emoxyW 

as a solid. 

PartD 

5 A solution of trifluoromethanesixlfonic acid 4-[(2-{2-[(tert- 

butoxycaroonyl)amino]eth^^ 

(14.3 g, 27.4 mmol), bis(4-methoxybenzyl)amine (7.00 g, 27.4 mmol), and triethyiamine 
(3.82 mL, 27.4 mmol) in toluene (250 mL) was heated at 90 °C for two hours and then 
allowed to cool to room temperature overnight. Diethyl ether (300 mL) was added, and 

10 the solution was washed with water (200 mL) and brine (200 mL), dried over magnesium 
sulfate, filtered, and concentrated under reduced pressure. The residue was purified twice 
by column chromatography on silica gel (eluting sequentially with 80:20 hexanes:ethyl 
acetate and 70:30 hexanes:ethyl acetate) to provide 8.73 g of {2-[2-(2-[bis{4- 
memoxyben2yl}ainmo]^Moro-5-methyl-3-m^pyridm-4- 

15 ylanhho)emoxy]ethyl}carbamic acid tert-butyl ester. 
PartE 

Under a nitrogen atmosphere, sodium borohydride (0.76 g, 20.0 mmol) was added 
in two portions to a solution of nickel (S) chloride hydrate (1.57 g, 6.62 mmol) in 
methanol (160 mL), and the mixture was stirred at room temperature for 15 minutes. A 
20 solution of {2-[2<2-|bis{4-memoxybenzyl}attuno]-^^ 

ylamino)ethoxy]ethyl}carbamic acid fert-butyl ester (8.37 g, 13.3 mmol) in methanol (10 
mL) and dichloromethane (10 mL) was then added, and the addition funnel was rinsed 
with a mixture of methanol (10 mL) and dichloromethane (10 mL). The reaction was 
stirred for two hours, during which time additional sodium borohydride was added three 
25 times (0.5 g, 0.5, g and 1.0 g). Water (200 mL) was then added, and the methanol was 
removed under reduced pressure. The remaining solution was extracted with diethyl ether 
(700mL,300mL), and the combined extracts were washed with water (200 mL) and brine 
(200 mL), dried over magnesium sulfate, filtered, and concentrated under reduced pressure 
to product the crude product amtaminated with water. Toluene (300 mL) was added and 
30 then removed by distillation to provide [2<2-{3-ammc-2-[bis^4-methoxybenzyl)amino]- 
6^Moro-5-memylpyridm4-ylamm^^ acid ferf-butyl ester, which 

was used in Part F without further purification. 
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PartF 

The material from Part E was treated using the general method described in Part E 
of Example 85 with the following modification. Pyridinium p-toluenesulfonate (0.1 
equivalent) was used in lieu of pyridine hydrochloride. The crude product was purified b> 
5 column chromatography on silica gel (eluting sequentially with 80:20 hexanesrethyl 
acetate and 70:30 hexanes:ethyl acetate) to provide 5 g of [2-(2-{4-[bis-(4- 
methoxybenzyl)amino]-6-cMoro-7-m 

yl}ethoxy)ethyl]carbamic acid tert-butyl ester, which was dissolved in dicMoromethaos 
and concentrated under reduced pressure several times. 
10 Part G 

Trifluoroacetic acid (40 mL) was added to [2-{2- {4-[bis-(4- 
methoxybenzyl)amino]-6-cMoro-7H0M^ 

yi}ethoxy)ethyl]carbamic acid tert-butyl ester (1 g, 1.5 mmol). The reaction was swirta 
until it became homogeneous and was allowed to stand at room temperature overnight 

15 The reaction was concentrated under reduced pressure, and dichloromethane was sinks 
and removed under reduced pressure (5 x 40 mL) to provide a white solid. The aoiiu v 
triturated in chloroform, isolated by filtration, and dried under reduced pressure wit b 
heating. The solid was dissolved in concentrated hydrochloric acid (5 mL) and stimc 5 : 
three hours. Aqueous sodium hydroxide was then added. A white solid formed, y^ l: 

20 was isolated by filtration, washed with water and diethyl ether, and dried for five hours 
under high vacuum at 70 °C to provide 0.144 g of l-[2<2-aininoe1hoxy)ethyi]^^l?k r «?■ r r 
methyl-2-propyl-liy-imid^ as a white solid, mp 158.0-16 L0 -V, 

! H NMR (300 MHz, DMSO-d*) 8 6.15 (br s, 2H), 4.43 (t, J- 5.4, 2H), 3.67 (t, J - 5.\ 
2H), 3.27 (t, /= 5.7, 2H), 2.84-2.79 (m, 2H), 2.54 (t, J- 5.7, 2H), 2.47 (s, 3H), 1.86-1.74 

25 (m, 2H), 1.19 (br s, 2H), 1.00 (t, J= 7.3, 3H); 
MS (APCI) mlz 312 (M + H) + ; 

HRMS (ESI) calcd for C14H22N5OCI + H 312.1591, found 312.1588; 

Anal, calcd for Ci^^sOCl-O^O: C, 53.31; H, 7.16; % 22.20. Found: C, 5334; H, 

7.23; N, 22.02. 
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Example 122 

2-E1hoxyme1hyW^ethyU^ 

c]pyridin-4-atniae 
NH, 



jot 




5 Part A 

The general methods described in Parts A and B of Example 1 1 1 were used to 
prepare acetic acid 24(2-cmoro-5,6-dimethyl-3-mtropyridin^yl)amino]ethyl ester. 
Using the general method described in Part A of Example 92, acetic acid 2-[(2-chloro-5,6- 
dimethyl-3-mttopyridm^yl)amino]etiiyl ester (64.0 g, 0.222 mmol) was converted to 
10 acetic add 2-[(5,6-dimemyl-8-nita)tetr^ 

crude product was triturated with diethyl ether and isolated by filtration to provide 60.0 g 

of the desired product as a yellow solid. 

PartB 

A Parr vessel was charged with acetic acid 2-[(5,6-dimemyl-8-mtrotetrazolo[l,5- 
15 a]pyri<hn-7-yl)anuno]ethyl ester (50.0 g, 170 mmol), 5% platinum on carbon (5.00 g), 

toluene (600 mL), and 2-propanol (50 mL) and purged with nitrogen. The vessel was then 
placed under hydrogen pressure (20 psi, ) for 20 hours at room temperature. The reaction 
mixture was filtered through a layer of CEUTE filter aid, and the filter cake was washed 
with 90:10 dicWoromethanemetoanol. The filtrate was concentrated under reduced 
20 pressure to provide a dark gray solid, which was triturated with diethyl ether, isolated by 
filtration, and dried to provide 41.0 gof acetic acid 2-[(8-ammo-5,6^nmethyltetrazolo[l,5- 
a]pyridk-7-yl)amino]ethyl ester as a light gray solid. 
PartC 

The general methods described in Parts G and H of Example 80 were used to 
25 convert acetic acid 2-[(8-ammo-5,6Hhme%ltetrazoto^ 
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ester (48.8 g, 185 mmol) to 56.5 g of acetic acid 2^8^thoxymethyl-5,6-dimethyl-7^ 
imidazo[4,5^]tetrazolo[l,5-afr^ ester with the following modifications. 

In Part H, one portion of pyridine hydrochloride (6.3 g, 54 mmol) was added, and the 
reaction was heated at reflux for 20 hours. After the work-up, the desired product was 
5 obtained as a tan solid, which was used without purification. 
PartD 

The general method described in Part F of Example 111 was used to convert acetic 
acid 2^8^oxymethyl-5,6-dimethyl^ 

ester (56.5 g, 170 mmol) to 2<8^tho5^e&yl-5,6-dimethyl-7H-imidazo[4^- 
10 c]tetrazolo[ 1 ,5-<z]pyridm-7-yl)ethanol. The crude product was purified by column 

chromatography on silica gel (1.2 kg, eluting with 90:10 dicMoromethanezmethanol) to 

provide 48.25 g of the desired product 

PartE 

The general method described in Part A of Example 81 was followed, using :*•(>■ 
15 ethoxymethyl-5,6-dimethyl-7J^ (4 3 1 

g, 15.5 mmol) in lieu of terf-butyl 2-hydroxyethylcaibamate and 3-bromo-l- 
phenylpropyne, prepared as described in Part A of Example 7, in lieu of propargyl 
bromide. The crude product was triturated with diethyl ether, isolated by filtration, and 
dried under reduced pressure to provide 5.93 g of 8-ethoxymethyl-5,6-dimethyl-7 { > j V /. 
20 phenylprop-2-ynyl)oxy]ethyl}-^ as a yello v/ 

solid 
PartF 

The general method described in Part D of Example 109 was followed using ^ 
ethoxymethyl-5,6-dimethyl-7^ 

25 c]tetrazolo[l,5-a]pyridine (6.47 g, 16.0 mmol) as the starting material. The reaction wieh 
triphenyl phosphine (4.61 g, 17-6 mmol) required 41 hours, and the hydrolysis of the 
intermediate required 18 hours. The crude product (11.6 g) was dissolved in 
dichloromethane and treated with a 1 M solution of hydrochloric acid in diethyl ether (80 
mL). The volatiles were removed under reduced pressure, and the resulting solid wu s 

30 recrystallized from acetonitrile. The crystals were dissolved in water (20 mL), and the 
solution was adjusted to pH 14 with the addition of 50% aqueous sodium hydroxide t< ; 
provide a solid that was isolated by filtration. The solid was stirred wtih 1 M aqueous 
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potassium hydroxide for one hour, isolated by filtration, dried for three days under reduced 
pressure at 70 °C to provide 0.828 g of 2-etiioxyme1hyl^,7-<iimetb.yl-l-{2-[(3- 
phenylprop-2-ynyl)oxy]e1hyl}-l#-imi^ as a white powder, mp 

129-130 °C. 

5 'H NMR (300 MHz, DMSO) 8 7.34-7.39 (m, 5H), 5.80 (s, 2H), 4.69 (s, 2H), 4.58 (t, J= 
5.6 Hz, 2H), 4.37(s, 2H), 3.89 (t, J= 5.6 Hz, 2H), 3.51 (q, /= 6.9 Hz, 2H), 2.39 (s, 3H), 
2.32 (s, 3H), 1.13 (t, /= 7.2, 3H); 
MS (APC1) m/z 379 (M + H) + ; 

Anal. Calcd for C^Hz^CVO.lHjO: C, 69.49; H, 6.94; N, 14.73; Found: C, 69.25; H, 
10 7.00; N, 14.65. 

Example 123 
2-Ethoxymemyl-6,7-dimethyl-H^ 
c]pyridin-4- amine hydrochloride 




15 

The general method described in Example 112 was used to hydrogenate 2- 
emoxymemyl-6,7-dimemyl-l-{2-[(3-phenylprop-2-vnyl)oxy]emyl)-l^ 
c]pyridin-4-amine (1.17 g, 3.09 mmol), prepared as described in Example 122. The 
reaction was complete after 18 hours. The crude product, isolated as an oil, was dissolved 

20 with diethyl ether (20 mL) and treated with a 1 M solution of hydrochloric acid in diethyl 
ether. The resulting salt was isolated by filtration, dried under reduced pressure, and 
recrystallized from ethyl acetate. The crystals, obtained in two crops, were dried for three 
hours under high vacuum at 60 °C to provide 0.777 g of 2-ethoxymethyl-6,7-dimethyl-l- 
[2-(3-phenylpropoxy)emyl]-lff-imidazo[4,5-c]pyri(nn-4-anm as a white 

25 powder, mp 128-130 °C. 
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l R NMR (300 MHz, DM30) 8 13.85 (s, 1 H), 8.13 (s, 2 H), 7.10-7.24 (m, 3 H), 6.93-6.97 
(m, 2 H), 4.79 (s, 2 H), 4.67 (t, 5.0 Hz, 2 H), 3.73 (t, •/= 5.3 Hz, 2 H), 3.55 (q, 7.1 
Hz, 2 H), 3.27 (t, J= 5.9 Hz, 2 H), 2.45 (s, 6H), 2.38 (t, 7.8 Hz, 2 H), 1.65 (p, /= 7.5, 
6.2 Hz, 2 H), 1.15 (t, J= 6.9, 3 H); 
5 MS (APCI) /n/z 3 83 (M + H) + ; 

AnaL Calcd for C^HaoN^lHCl: C, 63.07; H, 7.46; N, 13.37; Found: C, 63.01; H, 7.48; 
N, 13.29. 

Example 124 

10 1- {2-[2-(4-Amino-2-ethyl-6,7-dimethy 

yl)e&oxy]efhyl}pynolindin-2-one 




Part A 

2-[2<8-Ethyl-5,6-dimethyl^ 

15 yi)ethoxy]ethylamine (2.0 g, 6.6 mmol), obtained as described in Parts A through I of 
Example 102 was treated as described in Part J of Example 102 with 4-chlorobutyryl 
chloride (0.78 mL, 6.9 mmol) in lieu of methanesulfonyl chloride. The crude product was 
purified by column chromatography on silica gel (125 mL> eluting with 90:10 
dicMoromethanermethanol) to provide 2.30 g of 4-chloro-iV'-{2-[2-(8-ethyl-5,6-dimeth)4- 

20 7jEf-imidazo[4,5-c]tetrazolo[l ,5-a]pyddin-7-yl)eflioxy]ethyl}butanamide as a white solid, 
mp 149-151 °C. 
PartB 

Under a nitrogen atmosphere, a mixture of sodium hydride (0.24 g, 6.1 mmol), 
60% in mineral oil, and anhydrous DMF (10 mL) was cooled to ~0 °C. A solution of 4- 
25 cMoro-JV-{2-[2-(8-ethyW^ 

yl)ethoxy]ethyl}butanamide (2.25 g, 5.52 mmol) in DMF (35 mL) was slowly added to die 
mixture, and the reaction was stirred for one hour. The volatiles were then removed under 
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reduced pressure, and the residue was partitioned between water (100 mL) and 
dicMoromethane (100 mL). The aqueous layer was extracted with dichloromethane (2 x 
100 mL), and the combined organic solutions were dried, filtered, and concentrated under 
reduced pressure to provide 1.94 g of a tight orange solid. The solid was combined with 
5 crude product from a previous run (1 .45 g) and purified by column chromatography on 
silica gel (150 mL, eluting with 95:5 dichloromethaneanethanol) to provide 2.96 g of 1- 
{2-[2-(8-efryl-5,6-dimeuiyl-72M 

yl)emoxy]emyl}pym)tidm-2-one as awhite solid, mp 141-143 °C. 
PartC 

10 i_{2-[2K^Emyl-5,6Hiiin^ 

yl)emoxy]emyl}pyrrotidm-2-one(2.86 g, 7.70mmol) was treated using a modification of 
the general method described in Part D of Example 109. 1,2-DicMorobenzene was used as 
the solvent, and the reaction was heated at 130 °C for two days. The crude product was 
purified by column chromatography on silica gel (150 mL, eluting with 80:20 
15 dichloromethane:meuianol) to provide 2.03 gof a tight brown oil, which solidified 

overnight The solid was recrystallized from acetonitrile (4.9 mL/g) twice and dried for 
two days in a vacuum oven at 50 °C to provide 0.97 g of l-{2-[2-(4-anuno-2-ethyl-6,7- 
tamyUff-imdazo[4,5-c]p^^ 38 a wHte * 

mp 128-130 °C. ! H NMR (300 MHz, CDC13) 5 4.84 (s, 2H), 4.42 (t, J= 5.5 Hz, 2H), 
20 3.71 (t, J= 5.5, 2H), 3.50-3.44 (m, 2H), 3.40-3.34 (m, 2H), 3.14-3.08 (m, 2H), 2.87 (q, J= 
7.5, 2H), 2.44 (s, 3H), 2.42 (s, 3H), 2.32-2.22 (m, 2H), 1.91-1.79 (m, 2H), 1.40 (t, J= 7.5, 
3H)J 

MS (APC1) m/z 346 (M + H) + ; 

AnaL Calcd for CgHjrNsOz: C, 62.59; H, 7.88; N, 20.27. Found: C, 62.58; H, 8.16; N, 
25 20.51. 

Example 125 
AK2-[2-(4-Ammo-6-cMoro-7-meto^^ 

yl)etiioxy]efliyl}benzamide 
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Under a nitrogen atmosphere, triethylamine (3.0 mL, 12 mmol) was added to a 
mixture of l-[2-(2-aminoethoxy)ethyy^ 

c]pyridin-4-amme bistrifluoroacetate (0.95 g, 1.76 mmol), the salt made from Part G of 
5 Example 121, in tetrahydrofuran (20 mL). Benzoyl chloride (0.3 mL) was added dropwise 
to the resulting solution* and the reaction was stirred at room temperature. A solution of 
2% aqueous sodium carbonate (40 mL) was added, and the resulting mixture was stirred 
for 20 minutes and then extracted with diethyl ether (120 mL). A white solid precipitated 
from the diethyl ether and was isolated by filtration and washed with water (5 mL) and 
10 diethyl ether (30 mL). The solid was recrystallized from 2-propanol, isolated by filtration, 
and dried for 4.5 hours under high vacuum at 40 °C to provide 265 mg of W-{2-[2-(4- 
ammo-6^Moro-7-methyl-2-propy 

yl)ethoxy]ethyl}benzamide as a white solid, mp 188.0-189.0 °C. 
l H NMR (300 MHz, CDC1 3 ) 5 7.63 - 7.59 (m, 2H), 7.53-7.41 (m, 3H), 6.15 (br s, 1H), 
15 5.01 (br s, 2H), 4.45 (t, 5.5, 2H), 3.76 (t, J= 5.5, 2H), 3.59-3.53 (m, 4H), 2.83-2.78 (m, 
2H), 2.55 (s, 3H), 1.91-1.79 (m, 2H), 1.03 (t, J= 7.3, 3H); 
MS (APCI) mlz 416 (M + H) + ; 

HRMS (ESI) calcd for C21H26N5O2CI + H 416.1853, found 416.1856; 
Anal, calcd for C21H26NSO2CI: C, 60.64; H, 6.34; N, 16.84. Found: C, 60.61; H, 6.34; N, 
20 16.74. 

Compounds of the invention have been found to induce cytokine biosynthesis 
when tested using the method described below. 

25 CYTOKINE INDUCTION IN HUMAN CELLS 

An in vitro human blood cell system is used to assess cytokine induction. Activity 
is based on the measurement of interferon-a and tumor necrosis factor-a (DFN-a and TNF- 
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a, respectively) secreted into culture media as described by Testerman et. aL In "Cytokine 
Induction by the Immunomodulators Imiquimod and S-27609", Journal of Leukocyte 
Biology, 58, 365-372 (September, 1995). 

5 Blood Cell Preparation for Culture 

Whole blood from healthy human donors is collected by venipuncture into EDTA 
vacutainer tubes. Peripheral blood mononuclear cells (PBMC) are separated from whole 
blood by density gradient centrifugation using Histopaque®-1077. Blood is diluted 1:1 
with Dulbecco's Phosphate Buffered Saline (DPBS) or Hank's Balanced Salts Solution 

10 (HBSS). The PBMC layer is collected and washed twice with DPBS or HBSS and 

resuspended at 4 x 10 6 cells/mL in RPMI complete. The PBMC suspension is added to 48 
well flat bottom sterile tissue culture plates (Costar, Cambridge, MA or Becton Dickinson 
Labware, Lincoln Park, NX) containing an equal volume of RPMI complete media 
containing test compound. 

15 

Compound Preparation 

The compounds are solubilized in dimethyl sulfoxide (DMSO). The DMSO 
concentration should not exceed a final concentration of 1% for addition to the culture 
wells. The compounds are generally tested at concentrations ranging from 30-0.014 uM. 

20 

Incubation 

The solution of test compound is added at 60 uM to the first well containing RPMI 
complete and serial 3 fold dilutions are made in the wells. The PBMC suspension is then 
added to the wells in an equal volume, bringing the test compound concentrations to the 
25 desired range (30-0.014 uM). The final concentration of PBMC suspension is 2 x 10 s 
cells/mL. The plates are covered with sterile plastic lids, mixed gently and then incubated 
for 18 to 24 hours at 37°C in a 5% carbon dioxide atmosphere. 

Separation 

30 Following incubation the plates are centrifuged for 10 minutes at 1000 rpm (-200 

x g) at 4°C. The cell-free culture supernatant is removed with a sterile polypropylene pipet 
and transferred to sterile polypropylene tubes. Samples are maintained at -30°C to -70°C 
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until analysis. The samples are analyzed for IFN-a by ELISA and for TNF-a by ELISA or 
IGEN Assay. 

IFN-a and TFN-a Analysis by ELISA 
5 IFN-a concentration is determined by ELISA using a Human Multi-Species kit 

from PBL Biomedical Laboratories, New Brunswick, NJ. Results are expressed in pg/mL. 
TNF-a concentration is detennined using ELISA kits available from Biosource 

International, Camarillo, CA. Alternately, the TNF-a concentration can be detennined by 

Origen® M-Series Immunoassay and read on an IGEN M-8 analyzer from IGEN 
10 International, Gaithersburg, MD. The immunoassay uses a human TNF-a capture and 

detection antibody pair from Biosource International, Camarillo, CA. Results are 

expressed in pg/mL. 

The complete disclosures of 1he patents, patent documents, and publications cited 
1 5 herein are incorporated by reference in their entirety as if each were individually 
incorporated. The present invention has been described with reference to several 
embodiments thereof The foregoing detailed description and examples have been 
provided for clarity of understanding only, and no unnecessary limitations are to be 
understood therefrom. It will be apparent to those skilled in the art that many changes can 
20 be made to the described embodiments without departing from the spirit and scope of the 
invention. Thus, the scope of the invention should not be limited to the exact details of the 
compositions and structures described herein, but rather by the language of the claims that 
follow. 

25 
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WHAT IS CLAIMED IS: 

1. A compound of the Formula (la): 




(la) 

10 wherein: 

X is -CH(R 5 >, -CH(R5)-alkylene-, -CH(^>alkenylene-, 
or CH(R5>alkylene-Y-alkylene-; 
Yis-0-,or-S(0)o.2-; 

-W-Ri is selected from -O-R1-1-5 and-S(0)o. 2 -Rw; 
15 Ri-i-5 is selected from 

-Re-C(R.7)-Z-R8— alkyl; 

-Rfi-C(R7>-Z-R«— alkenyl; 

-Rr-C(R?>-Zr-R«— aryU 

-Rs-C(R 7 )-Z-R8— hetCToaryl; 
20 -R6-C(R 7 )-Z^8— heterocyclyl; 

-R<rC(R7)-Zr-H; 

Jl«-N(R9)-C(R7)-R8-alkyl; 

-R^NCR^HXRyy-Rs-alkenyl; 

-R,rN(R9)-C(R7)-R8-aryl; 
25 -Rfi-N(R.9)-C(R7>-R8-heteroaryl; 

-R^-N(R9>-C(R7>-Rr^eterocyclyl; 

-RrN(R9)^C(R7>-Rio; 
-R6— N(E^)— SOz— Rg— allqrl; 
-R6-N(R9)-S02-R8-a3kenyl; 
30 -R^NCR^y-SOr-Rr-aryl; 

-R5-N(R9>-SOr-Rr4ieteroaryl; 
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-R6-N(R 9 )-S02-Rr-heterocyclyl; 

-R6-N(R9)-S02-Rio; 

-R6-N(ti9)-S02-N(R5)-R8-alkyl; 

-Re-N^-SCh-N^-Rs-alkenyl; 

-R6-N(R9>S02-N(R5)-R«-aryl; 

-R6-N(R 9 >S02-N(R5)-R8-lieteroaryl; 

-R6-N(R9>S02-N(R5>R8-lieterocyclyl; 

-R6-N(R9)-S02-NH 2 ; 

-R6-N(R9>-C(R7)-N(R5)-Q-R8-aIkyl; 

-R^-N(R 9 >-C(R7)— N(Rs)-Q-R«-alkenyl; 

-Re-NCR^y-CCR?)— N(Rs>-Q-R«-aryl; 

-Re-N(R9>- C(R 7 )— N(R5>-Q-R8-4ieteroaryl; 

-R«-N(R9)- C(R 7 )— N(R5>-Q-R^eterocyclyl; 

-IVN^CC^J-n A; 

-I^NlR^CRTj-NCRxiH^Rs-alkyl; 

-Rfi-N(R9>-C(R7)— N(Ri i)-Q— Rr-alkenyl; 

-R^-N(R9>-C(R7)-N(Rn)-Q-R^aryl; 

-R«-N(R 9 >- C(R 7 )— N(Rn)-Q— Rr-heteroaryl; 

-R<rN(R9)- C(R 7 )— N(Rn)-Q— Rg-ietoocyclyl; 

-R«-N(R9)- C(R 7 )-N(R U )H; 

-alkenyl; 

-aiyl; 

-R^-aryl; 

-heteroaryl; 

-heterocyclyl; 

-R«- heteroaryl; and 

-Rs-heterocyclyl; 
Z is-N(R 5 )-, -O-, or -S-; 
Q is a bond, -CO-, or -SOrS 
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A represents the atoms necessary to provide a 5- or 6-membered heterocyclic or 
heteroaromatic ring that contains up to three heteroaloms; 
Ri^ is selected from: 
-alkyl; 

5 -aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-R^-aryl; 

10 -Rtf- heteroaryl; and 

-Rs-4ieterocyclyl; 
each R 5 is independently hydrogen, Cmo alkyl, or C 2 -io alkenyl; 

is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 
15 R 7 is=Oor=S; 

R« is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 

or more -0- groups; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 
atom of R6 to form a ring of the formula 



r 



20 



(CH 2 ); 



'3-8 



Rio is hydrogen or Cmo alkyl; or R9 and Rio can join together to form a ring 
selected from 

-N-C(R 7 ) — N-S0 2 

"« and *« ; 
Ri 1 is Cmo alkyl; or R 9 and R n can join together to form a ring having the 
25 structure 

( y- 
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R12 is C2-7 alkylene which is straight chain or branched, wherein the branching 
does not prevent formation of the ring; and 

Rx, Ry and Rz are independently selected from hydrogen and non-interfering 
substitutents; 

5 or a pharmaceutically acceptable salt thereof, wherein the compound or salt of Formal ■& la 
induces the biosynthesis of one or more cytokines. 

2. A compound of the Formula (lb): 




10 



(lb) 



IS wherein: 



X is -CH(R5>, -CH(R5>alkylene-, -CH(R 5 )-alkenylene-, or 



CH(R5>alkylene-Y-alkylene-; 



-W-Ri is selected from -O-R1.1.5 and-S^^-Rw; 
R1-1.5 is selected from 



20 



25 



30 



-Rs-C(R7)-Z-Rs-aDcvl; 
-Rs-C(R 7 )-Z^El8— alkenyl; 
-Rs-C(R7)-Z-R8-aryl; 
-Rs-C(R7)-Z-Rg— heteroaryl; 
-Rff-C^. 7 )-Z-R8— heterocyclyl; 
-Rs-C(R 7 >-Z-H; 
-R5-N(R 9 ) -C(R 7 )-R8-a]kyl; 
-Rs-NCRg) -C(R 7 )-R8— alkenyl; 

-Rs-N(R9)-C(R7>-*8-aryl; 

-R<r^(R9)--C(R7)-R8-heteroaryl; 

-Re-N(R9)-C(R7)-Rjrheterocyclyl; 
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-R«-N(R9)-C(R7)-Rio; 
-R6— N(R,)-S0 2 -Rs-alkyl; 
-R«— N(R5)-S0 2 -R8-alkenyl; 

-R<i-N(R9)-S02-R8-aiyl; 

-Re-N(R9)-S02-R8-iieteroaryl; 

-R^-N(R9)-S02-R8-ieterocyclyl; 

-R<5— N(Ro)-S02-Rio; 

-R6-N(R 9 )-S02-N(R5>R8-alkyi; 

-R5-N(R 9 >SOrN(R5>R8-alkenyl; 

^-N^-SOz-NCRsVRs-aryl; 

-R6-N(R9)-S02-N(R5)-R8-heteroaryl; 

-R5-NCR9)-SOrN(R 5 )-R8-lieterocyclyl; 

-Rs-N(R9)-S0rNH2; 

-R^N(TR9)-^(R7)-N(R5)-Q-Rr-alkyl; 

-R^-NCR^y-C^-NCRsy-Q-R^-alkenyl; 

-R^N(R9K^R. 7 )-N(R5>-Q-R8-aryl; 
-Rs-N(R9>- C(R 7 )-N(R 5 H3-R«-lieteroaryl; 
-Rs-N(R 9 >- C(R 7 )-N(R 5 HHU-lieteiocyclyl; 
-R6-N(R9)-C(R7)-N(R«)2; 

-IVNCRsKI^-N A; 

-RHSr(R 9 )-^(R7)-N(Rn)-Q-R8-alkyl; 

-R^-N(R9>-C(R7)-N(Rn)-Q-R«-alkenyl; 

-R^-N(R 9 )-C(R7)-N(Rii)-Q-R«-aryl; 

-R«-N(R9)- C(R 7 )-N(Rn)-Q-R8-heteroaiyU 

-Rff-N(R9)- C(R 7 )-N(Rn)-Q-Rs-heterocyclyU 

-R^-NCRs)- C(R 7 )-N(Rn)H; 

-alkenyl; 

-aryl; 

-R6-aryl; 

-heteroaryl; 

-heterocyclyl; 
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-R$- heteroaryl; and 
-R$-heterocyclyl; 
Ri-6 is selected from: 
-alkyl; 

5 -aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-Rd-aryU 

10 -R<s- heteroaryl; and 

-R^-heterocyclyl; 
R 2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 

15 -alkenyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyi; 
20 -alkylene-Y- alkenyl; 

-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 

25 -halogen; 

-C(0)-Cmo alkyl; 
-C(0)-0-Cwo alkyl; 
-N 3 ; 

30 -aryl; 

-heteroaryl; 
-heterocyclyl; 
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-C(0>aryl; and 
-C(0)-heteroaryl; 

Yis-0-or-S(0)o- 2 S 

Z is-N(R 5 H -<>-> or -*"« 
5 Q is a bond, -C(0}-, or-SCV; 

A represents the atoms necessary to provide a 5- or 6-membered heterocyclic or 
heteroaromatic ring that contains up to three heteroatoms; 

R 3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C 2 -io alkenyl, Cmo alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
1 0 dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 

R$ is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

more -O groups; 

R 7 is=OorH3; 

15 Rs is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 

or more -O- groups; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 
atom of R* to form a ring of the formula 

' -Tr • 

(CH 2 )3^ 

» 

20 Rio is hydrogen or Cmo alkyl; or R9 and R w can join together to form a ring 

selected from 

-N-C(R 7 ) —N-S0 2 

"« and Rl2 ; 
Ru is Ci-io alkyl; or R9 and R u can join together to form a ring having the 
structure 

( y- 

25 (CHa)a - 7 ;and 

R12 is C2-7 alkylene which is straight chain or branched, wherein the branching 
does not prevent formation of the ring; 
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or a phannaceutically acceptable salt thereof. 

3. A compound of the Formula (1-1): 

NH 2 




(1-1) 

wherein: 

X is -CH(R 5 >, -CH(R 5 )-alkylene-, -CH(R 5 )-alkenylene-, 
CH(R 5 )-alkylene-Y-alkylene-; 

R w is selected from the group consisting of: 

-Rfi-C(R 7 )-Z-R8— alkyl; 

-Rfi-C(R7>-Z-Rs— alkenyl; 

-R<s-C(R7>-Z-Rs— aryl; 

-R^-CCR-v^Z-Rg— heteroaryi; 

-Rfi-C(R7>-Z-R8— heterocyclyl; 

-R.tCCRtKZ-H; 

-Rfi-N(R)) -C(R 7 )-R8-alkyl; 

-Rr-N(R 9 ) -C(R 7 )-R8-alkenyl; 

-R6-N(R9>-CCR.7)-R8-aryl; 
-R6-N(R9)-C(R7)-R8-*eteroaryl; 

-RH^(E^><;(R7)-R8-heterocyclyl; and 

-Rr-N(R9) -C(R 7 )-Rio; 
Z is -NCRsH -O-, or -S-; 
R2 is selected from the group consisting of: 

-hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 
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-heteroaryl; 
-heterocyclyl; 
-alkylene~Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 
-halogen; 
-N(R 5 ) 2 ; 

-C(0>Cmo alkyl; 
-C(0>0-Cmo alkyl; 
-N 3 ; 
T aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0>heteroaryl; 
Yis-0-or-S(0)<>.2-; 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 

R$ is alkyiene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

R/is^OorHS; 

R« is a bond, alkylene, alkenylene, or alkynylene which may be interrupted by one 
or more -O- groups; 

R 9 is hydrogen, d-10 alkyl, or arylalkyi; or R9 can join together with any carbon 
atom of R* to form a ring of the formula 
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(CH 2 ) W 

Rio is hydrogen or d-i 0 alkyl; or and Ri 0 can join together to form a ring 



selected from 



— N~C(R 7 ) 



^2 ;and 

5 R12 is C2-7 alkylene which is straight chain or branched, wherein the branching 

does not prevent formation of the ring; 
or a pharmaceutical^ acceptable salt thereof. 

10 4. A compound or salt of claim 3 wherein R 3 and R4 are independently hydrogen, 
alkyl, halogen, or nitro. 

5. A compound or salt of claim 3 wherein R3 and R4 are both methyl. 

15 6. A compound or salt of claim 3 wherein X is -CH(R 5 )-Ci-5 alkylene-. 

7. A compound or salt of claim 3 wherein R 7 is =0 and Rg is a bond. 

8. A compound or salt of claim 3 wherein R 2 is hydrogen. 

20 

9. A compound or salt of claim 3 wherein R 2 is alkyl. 

10. A compound or salt of claim 3 wherein R 2 is -alkylene-O-alkyl. 
25 11. A compound or salt of claim 3 wherein R9 is Cuo alkyl. 

12. A compound or salt of claim 3 wherein R M is -R6-N(R 9 )-C^7>--Rs--aIkyl- 
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13. A compound or salt of claim 3 wherein R M is -R5-N(R-9)-C(R 7 )-R8— aryl or -IV- 
N(R9>C(R 7 )-R8— heteroaryl. 

14. A compound or salt of claim 3 wherein Ru is -R«— N(R 9 )— C(R 7 )— Rio, and R9 
and Rio join to form the ring. 

15. A compound of the Formula (1-2): 



wherein: 

X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CH(R 5 )-alkenylene-, or 
CH(R5)-alkylene-Y-alkylene-; 

R1.2 is selected from the group consisting of: 
-Re- NCR*)— S0 2 -Rr-alkyl; 



-R6-N(R9)-S02-Rj-aryU 

-Rfi-N(R9>^Oi-R$-heteroaryl; 

-Rfi-NCRsHSCb-Rg-heterocyclyl; 

-R6-N(R 9 )-SOr-Rio; 
-Re-N^-SCb-NCR-s^Rs-alkyl; 
-R6-N(R9)-S02-N(R. 5 )-R8-a]kenyl; 
-R5-N(R9)-S02-N(R 5 )-R8-aryl; 
-R6-NCR«)-S02-N(R5>R8-heteroaryl; 
-R6-N(R9)-S02-N(R5>R8-heterocyclyl;and 
-R6-N(R9>S02-NH 2 ; 
R 2 is selected from the group consisting of: 
-hydrogen; 




d-2) 



-Re— NCR©)— S0 2 -Rs-alkenyl; 
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-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 
-halogen; 
-NCRsfe 

-C(0)-Cmo alkyl; 
-C(OK>-Cmo alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-S(0)o-2S 

R3 and R4 are independently selected from the group consisting of hydrog?: , C 
alkyl, C2.10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cuo alkylthio, amino, alkylamino., 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 

R* is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

R« is a bond, alkylene, alkenylene, or alkynylene which may be interrupted by wx- 
or more -O- groups; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any Ccxtw* \ 
atom of R* to form a ring of the formula 



272 



WO 03/103584 



PCT/US03/17659 



Rio is hydrogen or Cmo alkyl; ox R$ and Rio can join together to form a ring 



R12 is C2.7 alkylene which is straight chain or branched, wherein the branching 
does not prevent formation of the ring; 
or a pharmaceutically acceptable salt thereof 

16* A compound or salt of claim 15 wherein R 3 andR4 are independently hydrogen, 
alkyl, halogen, or nitro. 

17- A compound or salt of claim 15 wherein R 3 and R4 are both methyl. 

18. A compound or salt of claim 15 wherein X is -OH(R 5 )-Ci..5 alkylene-. 

19. A compound or salt of claim 15 wherein R2 is hydrogen. 

20. A compound or salt of claim 15 wherein R 2 is alkyl. 

21 . A compound or salt of claim 15 wherein R 2 is -alkylene-O-alkyl. 

22. A compound or salt of claim 15 wherein R$ is methyl. 

23. A compound or salt of claim 15 wherein R1-2 is -R^— NCR^)— SO2— Rs— alkyl. 

24. A compound or salt of claim 15 wherein R1-2 is -R$— N(R9)— SO2— Rs—aryl or 
-R^— N(R 9 )~S0 2 — Rg-heteroaryl. 

25. A compound or salt of claim 15 wherein Ri. 2 is-R$— NOR.9)— S0 2 — Rio- 



selected from 



— N— S0 2 
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26. A compound or salt of claim 25 wherein R9 and Rio join to form the ring. 

27. A compound of the Formula (1-3): 

NH 2 



X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CH(R 5 )-alkenylene-, or 
CH(R 5 )-alkylene-Y-alkylene-; 

R1.3 is selected from the group consisting of: 



-R<rN(R9)^(R7)-N(R5)--Q-R8-aIkyl; 
-Rs-N(R 9 )- C(R 7 )-N(R5)-Q-R»-alkenyl; 
-R6-N(R9>- CCR 7 )-N(R5)-Q^s-aryl; 
-Re-N(R 9 )- C(R 7 )-N(R 5 )-Q-R8-teteroaryl; 
-Rs-N(R9)- QR 7 )— N(R 5 )-Q-«8-heterocyclyl; 
-Rs-NCRg)- C(R 7 )-N(R5)2; 

-Rg-N^VCO^VN A; 



-R^-N(R9>- C(R 7 )-N(Rn)-Q-Rr-alkyl; 
-Rr-N(R 9 >- C(R 7 )-N(R n >-Q-R«-alkenyl; 
-Re-NCR?)- C(R 7 )-N(Ri i)-Q-Rs-aryl; 
-Rs-N(R 9 )- CCR-zV-NCRnHHRg-heteroaryl; 
-Rs-N(R9>- C(R 7 )- N(Rii)-Q— Rs-heterocyclyl; and 
-R<rN(R9)- C(R 7 )-N(Rn)H; 
R 2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 




(1-3) 



wherein: 
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-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
5 -alkylene-Y- alkenyl; 

-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substitueats selected from the 
group consisting of: 
-OH; 

10 -halogen; 

-N(Rs) 2 ; 

-C(O)-C M0 alkyl; 
-C(0)-0-Cmo alkyl; 
-N 3 ; 

15 -aryl; 

-heteroaryl; 

-heterocyclyl; 

-C(0)-aryl; and 

-C(0)-heteroaryl; 
20 Y is-O- or -S(0)o- 2 -; 

Q is a bond, -C(0)~, or-SQrS and 

A represents the atoms necessary to provide a 5- or 6- membered heterocyclic or 
hetero aromatic ring that contains up to three heteroatoms; 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
25 alkyl, C 2 .io alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C 2 -io alkenyl; 

R$ is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 
30 eachR 7 is=Oor=S; 

Rs is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 
or more -O- groups; 
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R 9 is hydrogen, Cmo alkyl, or arylalkyl; or R 9 can join together with any carbon 
atom of R6 to form a ring of the formula 

;and 

Rn is Ci-io alkyi; or R9 and Rn can join together to form a ring having the 
5 structure 

— N-CfR,) 

( y- 

9 

or a pharmaceutically acceptable salt thereof. 

28. A compound or salt of claim 27 wherein R3 and R4 are independently hydrogen, 
10 alkyl, halogen, or nitro. 

29. A compound or salt of claim 27 wherein R3 and R4 are methyl. 

30. A compound or salt of claim 27 wherein X is ~CH(Rs>Ci.5 alkylene-. 

15 

31. A compound or salt of claim 27 wherein R 2 is hydrogen. 

32. A compound or salt of claim 27 wherein R2 is alkyl. 

20 33. A compound or salt of claim 27 wherein R 2 is -alkylene-O-alkyL 

34. Aw>mpoundorsaltofclaim27whereinRi-3is 

r\ 

-R^N^-C^n A; 

25 35. A compound or salt of claim 27 wherein Ri_ 3 is -R^N(R9K;(R7)-N(R5)^Q-R8- 
alkyl. 
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36. A compound or salt of claim27 whereinRi- 3 is -RirNCR^KJCRv)— N(R 5 >-Q-R8-- 
aiyl or 

^N(R 9 )^(^7)-N(R6)^RHieteroaryL 
5 37. A compound or salt of claim 27 wherein Q is a bond, 

38. A compound or salt of claim 27 wherein R$ is alkyl. 

39. A compound or salt of claim 27 wherein R 7 is O. 



10 



40. A compound of the Formula (1-4): 




X— O — 



15 



<M) 



wherein: 



X is -CH(R 5 )-> -CH(R 5 )-alkylene-, -CH(R 5 )-aIkenylene-, or 
20 OT(R 5 >alkylene-Y-alkylene-; 

R M is selected from the group consisting of: 
-alkenyl; 
-aryl; and 
-Rs-aryl; 

25 R 2 is selected from the group consisting of: 



-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 



30 -heteroaryl; 
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-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 
-halogen; 
-N(R5) 2 ; 

-C(0)-Cmo alkyl; 
-C(0)-0-Cmo alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-S(0)o-2S 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, C M0 alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; and 
R* is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more — O- groups; 

or a pharmaceutically acceptable salt thereof. 

41. A compound or salt of claim 40 wherein R 3 and R4 are independently hydrogen, 
alkyl, halogen, or nitro. 

42. A compound or salt of claim 40 wherein R3 and R4 are both methyl. 

43. A compound or salt of claim 40 wherein R2 is hydrogen. 
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44. A compound or salt of claim 40 wherein R2 is alkyl. 

45. A compound or salt of claim 40 wherein R 2 is -alkylene-O-aBcyl. 

5 

46. A compound or salt of claim 40 wherein R w is -aryl or -R^-aryl. 

47. A compound or salt of claim 46 wherein aryl is phenyl or substituted phenyl. 
10 48. A compound or salt of claim 40 wherein R* is alkynyiene. 

■v 

49. A compound or salt of claim 40 wherein X is -CH(R 5 >Ci.5 alkylene-. 

50. A compound or salt of claim 40 wherein R* is -(082)1-4— • 

15 

51. A compound of the Formula (1-5): 

NH 2 




20 



(1-5) 



wherein: 

X is -CH(R 5 )-, -CH(Rs)-alkylene-, -CH(R 5 >alkenylene-, or 
25 CH(R 5 )-alkylene-Y-alkylene-; 

R1-5 is selected from the group consisting of: 
-heteroaryl; 
-heterocyclyl; 
-R^- heteroaryl; and 
30 -RHieterocyclyl; 

R 2 is selected from the group consisting of: 
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-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene- Y- alkenyl; 
-alkylene-Y-aryi; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 
-halogen; 
-N(R*) 2 ; 

-C(0)-Ci-io alkyl; 
-C(0)-0-Cwo alkyl; 

-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-^(0)o.2S 

R 3 and R* are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or Cmo alkenyl; and 
R6 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

or a pharmaceutical^ acceptable salt thereof 
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53. 

5 

54. 

55. 
10 56. 

57. 

58. 

15 

59. 
60. 

20 61. 



A compound or salt of claim 51 wherein R 3 and R4 are independently hydrogen, 
lalogen, ornitro. 

A compound or salt of claim 51 wherein R 3 and R» are both methyl. 

A compound or salt of claim 51 wherein R2 is hydrogen. 

A compound or salt of claim 5 1 wherein Ra is -alkyl. 

A compound or salt of claim 51 wherein R 2 is -alkyiene-O-alkyL 

A compound or salt of claim 5 1 wherein R1-5 is -heteroaryl or -Rs-heteroaryl. 

A compound or salt of claim 5 1 wherein R w is -heterocyclyl or -Rs-heterocyclyL 

A compound or salt of claim 51 wherein X is -CH(R5)-Ci-5 alkylene-. 

A compound or salt of claim 51 wherein Re is -(CH2)i-4— • 

A compound of the formula (1-6): 




NH 2 



(1-6) 



wherein: 



30 



X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CH(R 5 )-alkenylene-, or 
CH(R5)-alkylene-Y-alkylene-; 

R w is selected from the group consisting of. 
-alkyl; 
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-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-R<r-aryl; 
-R$- heteroaryl; 
-R^-heterocyclyl; 
R 2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkylene-Y-alkyl; 

- alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 

-OH; 

-halogen; 

-NCRsk; 

-C(0)-Ci.io alkyl; 
-C(0>0-Cmo alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0>aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-S(0)o.2-; 
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Ra and R4 are independently selected from the group consisting of hydrogen, Cwo 
alkyl, C2-10 alkenyl, C2-10 alkynyl d-10 alkoxy, C mo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, C M0 alkyl, or C2-10 alkenyl; and 
5 is alkylene, alkenylene, or alkynylene, which maybe interrupted by one or 

more -O— atoms; 

or apharmaceutically acceptable salt thereof. 

62. A compound or salt of claim 61 wherein -S(0)o-2- is -S-. 

10 

63. A compound or salt of claim 61 wherein -S(0)o.r is -SO-. 

64. Acompoimdorsaltofclaim61wherein-S(0)a.2-is-S(0)2-. 

15 65. A compound or salt of claim 61 wherein R 3 and R4 are independently hydrogen, 
alkyl, halogen, or nitro. 

66. A compound or salt of claim 61 wherein R 3 and R* are both methyl. 
20 67. A compound or salt of claim 61 wherein R 2 is hydrogen. 

68. A compound or salt of claim 61 wherein R2 is -alkyl. 

69. A compound or salt of claim 61 wherein R2 is -alkylene-O-alkyl. 



25 



70. 



A compound or salt of claim 61 wherein R« is alkyL 



71. 



A compound or salt of claim 61 wherein R w is aryl. 



30 72. 



A compound or salt of claim 61 wherein R w is substituted aryL 



73. 



A compound or salt of claim 61 wherein R1.6 is heteroaryl. 
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74. A pharmaceutical composition comprising a pharmaceutically effective amount of 
a compound of claim 1 in combination with a pharmaceutically acceptable carrier. 

75. A pharmaceutical composition comprising a pharmaceutically effective amcuia of 
a compound of claim 2 in combination with a pharmaceutically acceptable carrier 

76. A pharmaceutical composition comprising a pharmaceutically effective amouxit of 
a compound of claim 3 in combination with a pharmaceutically acceptable carrier. 

77. A pharmaceutical composition comprising a pharmaceutically effective amount of 
a compound of claim 1 5 in combination with a pharmaceutically acceptable carrier, 

78. A pharmaceutical composition comprising a pharmaceutically effective anew r. o j 
a compound of claim 27 in combination with a pharmaceutically acceptable came; . 

79. A pharmaceutical composition comprising a pharmaceutically effective arcoasu of. 
E compound of claim 40 in combination with a pharmaceutically acceptable carrier 

80. A pharmaceutical composition comprising a pharmaceutically effective assent c 
a compound of claim 51 in combination with a pharmaceutically acceptable carrier 

81 . A pharmaceutical composition comprising a pharmaceutically effective aciou.*: o.t 
a compound of claim 61 in combination with a pharmaceutically acceptable carrier . 

82. A method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 1 to the animal. 

83 . A method of claim 82 wherein the cytokine is interferon - a. 

84. A method of inducing cytokine biosynthesis in an animal comprising adnKu^ri 
an effective amount of a compound of claim 2 to the animal. 
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85. A method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 3 to the animal. 

5 86. A method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 15 to the animal. 

87. A method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 27 to the animal 

10 

88. A method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 40 to the animal. 

89. A method of inducing cytokine biosynthesis in an animal comprising administering 
15 an effective amount of a compound of claim 5 1 to the animal. 

90. A method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 61 to the animal. 

20 91. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 1 to the animal. 

92. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 2 to the animal. 

25 

93. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 3 to the animal. 

94. A method of treating a neoplastic disease in an animal comprising administering an 
30 effective amount of a compound of claim 15 to the animal. 
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95. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 27 to the animal. 

96. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 40 to the animal. 

97. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 5 1 to the animal. 

98. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 61 to the animal. 

99. A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 1 to the animal. 

100. A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 2 to the animal. 

101 . A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 3 to the animal. 

102. A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 15 to the animal. 

103. A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 27 to the animal. 

104. A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 40 to the animal. 

105. A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 51 to the animaL 
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1 06. A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 61 to the animal. 

107. A compound of the Formula II: 

NH 2 



5 




CD 

wherein 

X is -CH(R 5 >, -CH(R5>alkylene-, -€H(R 5 )-alkenylene-, or 
10 CH(R 5 )-alkylene-Y-alkylenes 

R2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
15 -aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
20 -alkylene-Y-aryl; and 

.... -alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 
-halogen; 

25 -N(R 5 ) 2 ; 
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-C(0)-Ci.ioalkyi; 

-C(O)-O-Ci-i 0 a]kyl; 

-N 3 ; 

-aryl; 

5 -heteroaiyl; 

-heterocyclyl; 
-C(0>aryl; and 
-C(0)-heteroaiyl; 
Yis-0-or-S(0)o- 2 -; 

10 R3 and R4 are independently selected from die group consisting of hydrogen, Cmo 

alkyl, C 2 -to alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitre; 

each R 5 is independently hydrogen, Cmo aUcyl, or C2-10 alkenyl; 
R* is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
15 more -O— atoms; and 

R9 is hydrogen, C M0 alkyl, or arylalkyl; or R 9 can join together with any carbon 
atom of to form a ring of the formula 




(CH 2 ) M 



or a pharmaceutical^ acceptable salt thereof 

20 

108. A compound of the Formula IV: 




(IV) 
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wherein: 

X is -CH(R 5 )-, -CH(R5)-alkylene-, -CH(R 5 >alkenylene-, or 
CH(R 5 >alkylene-Y-alkylene-; 
5 Ri^ is selected from the group consisting of: 

-alkyl; 
-aryl; 

-heteroaryl; 

-heterocyclyl; 
10 -alkenyl; 

-R^-aryl; 

-R<s- heteroaryl; 

-R6-heterocyclyl; 
R 2 is selected from the group consisting of: 
15 -hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
20 -heterocyclyl; 

-alkylene-Y-alkyi; 

- alkyene-Y- alkenyl; 
-aBcylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
25 group consisting of: 

-OH; 
-halogen; 

-C(0)-Cmo alkyl; 
30 -C(0>0-Cmo alkyl; 

-N 3 ; 
-aryl; 
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-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 

5 Yis-0-or-S(0)o-2S 

R 3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, Cmo alkenyl, C 2 -io alkynyl, C M o alkoxy, Cmo alkylthio, amino, alkyianiino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyi, or C2-10 alkenyl; and 
10 R6 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

more -O— atoms; 

or a pharmaceutical^ acceptable salt thereof 
109. A compound of the Formula V: 



15 




00 



wherein: 

20 X is -CH(R 5 )-, -CH(R5>alkylene-, -CH(R 5 )-alkenylene-, or 

CH(R5>alkylene-Y-alkylene^; 

R1-6 is selected from the group consisting of: 
-alkyl; 
-aryl; 

25 -heteroaryl; 

-heterocyclyl; 
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-alkenyl; 
-R^-aiyl; 
-Rs- heteroaryl; 
-R$-4ieterocyclyl; 
5 R2 is selected from the group consisting of: 

-hydrogen; 
-alkyl; 
-alkenyl; 
-aryU 

10 -heteroaryl; 

-heterocyclyl; 
-alkylene-Y-alkyl; 
- alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

15 - alkyl or alkenyl substituted by one or more substituents selected from the 

group consisting of: 
-OH; 
-halogen; 
-N(R 5 )2; 

20 -C(O)-C M0 alkyl; 

-C(O)-O-C M0 alkyl; 

-N 3 ; 

-aryl; 

-heteroaryl; 
25 -heterocyclyl; 

-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-S(0)o-2S 

R 3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
30 alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkyiamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-1D alkenyl; and 
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Rg is alkylene, alkenylene, or alkynylene, which may he interrupted by one or 
more -O— atoms; 

or a pharmaceutically acceptable salt thereof 
5 110. A compound selected from compounds of Formulas LEX-1, LIX-2, and LDC-3: 



wherein: 

Ri-i,2.3 is Ri-i inLIX-1, Ri. 2 inLIX-2, andRw in LDC-3; 
X is -CH(R 5 >, -CH(R 5 )-alkylene-, -CH(R5)-alkenylene-, or 
15 CH(R 5 )-alkylene-Y-alkylene-; 

Rm is selected from the group consisting of: 




10 



(LEX-1 
LIX-2 
LEX-3) 



20 



25 



-R6-C(R7)-Z-R8— alkyl; 
-Rs-CXRO-Z-Rs— alkenyl; 
-R«-C(R7)-Z-R8— aryl; 
-Rs-C(R 7 )-Z-R8— heteroaryl; 
-R6-C(R.7)-Z-R«— heterocyclyl; 
-R6-C(R 7 )-Z-H; 
-R6-N(R 9 ) -C(R 7 )-Rs-alkyl; 
-Rfi-NCRo) -C(R7>-Rs-alkenyl; 
-R5-N(R9)-C(R7)-Rs-aryl; 
-R«-N(R9)-C(R7>-R3-heteroaryl; 
-Re-N(R9>-C(R7>-R8-heterocyclyl; and 
-R<rN(R9)-CCR7>-Rio; 



30 



R1-2 is selected from the group consisting of. 
-R6-N(R 9 )-S02-R8-alkyl; 
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-R^— N(R 9 )— SO2— R«— alkenyl; 

-R^-N(R 9 )-S02-R«-aryl; 

-R6-N(R 9 )-S02-R8-^ieteroaryl; 

-R6-N(R9>-S02-Rs-4ieterocyclyl; 
5 -R«— NOEls)— SO2— Rio; 

-R<j-N(R9)-S02-N(R5>R8-alkyU 

-R<;-N(R9)-S02-N(R5)-R«-alkeQyl; 

-R<5-N(R9)-S02-N(R5)-R8-aryl; 

-R^-NCEls^SCh-NCRs^Rs-heteroaryl; 
10 -R6-N(R 9 )-S02-N(R.5)-R8-heterocyclyl; and 

-Rs-N(El9)-S02-NH2; 
R1-3 is selected from the group consisting of: 

-I^NCR^H^^NCRsH^Rs-alkyl; 

-R^N(R 9 >-C(R7)-N(R 5 )-Q-R s -alkenyl; 
15 -R<r-N(R9>^7)-N(R5)-Q-R 8 -aryl; 

-R<HSrCR9)-C(R7)-N(R5)-Q-RHieteroaryl; 

-R<s-N(R9)- CCRT^N^HJ-Rg-heterocyclyl; 

r\ 

-RfNCRjKO^^N A; 

20 -R^-N(R 9 )-C(R7)-N(Rn>-Q-R ? -alkyl; 

-Rs-N(R9)-C(R 7 )-N(Rn>-Q-R8-alkenyl; 

-Rs-NCRsHW-NCRi iKHRy-aryl; 

-R«-N(R9>- C(R 7 )-N(R u )-Q-RHieteroaryl; 

-R^N^^^^N^uHJ-Rjrheterocyclyl; and 
25 -Rr-N(R9>-C(R 7 )-N(Ru)H; 

R2 is selected from the group consisting of: 

-hydrogen; 

-alkyl; 

-alkenyl; 
30 -aryl; 

-heteroaryl; 
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-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene- Y-aryl; and 

5 - alkyl or alkenyl substituted by one or more substituents selected from the 

group consisting of: 
-OH; 
-halogen; 

10 -C(0)-Cmo alkyl; 

-C(0>0-Cmo alkyl; 

-N 3 ; 

-aryl; 

-heteroaryl; 
15 -heterocyclyl; 

-C(0)-aryl; and 
-C(0>heteroaryl; 
Yis-Oor^S(0)o- 2 S 
Z is-NCR^H -O-, or-S-; 
20 Q is a bond, -CO-, or -SO2-; 

A represents the atoms necessary to provide a 5- or 6-membered heterocyclic or 
heteroaromatic ring that contains up to three heteroatoms; 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
25 dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 
Rs is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

R 7 is=Oor=S; 

30 Rg is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 

or more -O- groups; 
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R> is hydrogen, Q-io alkyl, or arylalkyl; or R> can join together with any carbon 
atom of to form a ring of the formula 




Rio is hydrogen or Cmo alkji; or R9 and R w can join together to form a ring 
5 selected from 

— N-C(R 7 ) — N-S0 2 

Rn is C1.10 alkyl; orR9 andRu can join together to form aring having the 
structure 

— N-C(R 7 ) 

( y- 

10 R12 is C2-7 alkylene which is straight chain or branched, wherein the branching 

does not prevent formation of the ring; 
or a pharmaceutical acceptable salt thereof 

111. A compound selected from compounds of Formulas LDC-4, andLK-5: 

15 




20 wherein: 

Ri-4 t 5 is Rm in LDC-4, and R M in LK-5; 

X is -CH(R 5 )-, -CH(R5>alkylene-, -CH(R 5 )-alkenylene-, or 
CH(R5)-alkylene-Y-aIkylenes 

Ri^v is selected from the group consisting of: 
25 -alkenyl; 
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-aryl; and 
-R<raryl; 

Ri.5 is selected from the group consisting of: 

-heteroaryl; 
5 -heterocyclyl; 

-R$- heteroaryl; and 

-R^eterocyclyl; 
R 2 is selected from the group consisting of, 

-hydrogen; 
10 -alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
15 -alkylene-Y-alkyl; 

-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
20 -OH; 

-halogen; 

-C(0)-Ci-io alkyl; 
-C(0>0-Ci.io alkyl; 
25 -N 3 ; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
30 -C(0>heteroaiyl; 
Yis-0-or-S(0)a. 2 -; 
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R 3 and R4 are independently selected from the group consisting of hydrogen, Cuo 
alkyl, C 2 -to alkenyl, C2-10 alkynyl, Cmo alkoxy, C M o alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cmo alkyl, or C 2 -to alkenyl; and 
R$ is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

or a pharmaceutically acceptable salt thereof 
112. A compound of the Formula LVIII: 



10 




(LVm) 



wherein 

X is -CH(R 5 >» -CH(R 5 )-alkylene-, -CH(R 5 >alkenylene-, or 
15 CH(Rs)-alkylene-Y-alkylene-; 

R 2 is selected from the group consisting of: 

-hydrogen; 

-alkyl; 

-alkenyl; 
20 -aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkylene-Y-alkyl; 

-alkylene-Y- alkenyl; 
25 -alkylene-Y-aryl; and 
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-alkyl or aikenyl substituted by one or more substituents selected fiom the 
group consisting of: 
-OH; 
-halogen; 
-N(R 5 )2; 

-C(0)-Ci.io alkyl; 
-C(0>0-Ci.io alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 

* 

-heterocyclyl; 
-C(0>aryl; and 
-C(0>heteroaryl; 
Yis-0-or-S(0)o- 2 -; 

R 3 and R4 are independently selected from the group consisting ofhydrogen, Cmo 
alkyl, C2-10 aikenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 aikenyl; 

R<s is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O— atoms; and 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 
atom of R6 to form a ring of the formula 




or a pharmaceutical^ acceptable salt thereof 
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113. A compound of the FonnulaLXXVHI: 





(LXXVm) 



5 wherein 

X is -CH(R5K -CH(R 5 >alkylene-, -CH(R 5 )«alkenylene-, or 
CH(R5>alkylene-Y-alkylene-; 

Yis-0-or-S(0)o-2S 

BOC is ter^butoxycarbonyl; 
10 R 3 and R4 are independently selected from the group consisting of hydrogen, Cmo 

alkyU Cmo alkenyl, Cmo alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each Rs is independently hydrogen, Cmo alkyi, or C2-10 alkenyl; 

R6 is alkylene, alkenylene, or alkynyiene, which may be interrupted by one or 

1 5 more -0— atoms; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R9 can join together with any carbon 

atom of R* to form a ring of the formula 




T is selected from nitro and amino; 
20 or a pharmaceutical^ acceptable salt thereof 
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1 14. A compound of the Formula LXXIX: 




X 



(LXXIX) 



wherein 



X is -CH(R 5 >, -CH(R 5 )-alkylene-, -CH(R 5 )-alkenylene-, or 
CH(R 5 )-alkylen£-Y-aIkylene-; 
Yis-0-or-S(0)o-2-; 

R 3 and Rt are independently selected from the group consisting of hydrogen, Ct-io 
alkyl, C 2 -w alkenyl, C2.10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or Cmo alkenyl; and 

T is selected from nitro and amino; 
or a pharmaceutically acceptable salt thereof. 

115. A compound selected from compounds of Formulas LXXX-4 and LXXX-5: 




R 1-4.5 



(LXXX-4 
LXXX-5) 



wherein 



R lJt>5 is Rt-4 in LXXX-4, and R1.5 in LXXX-5; 

X is -CH(Rs)-, -CH(R5>-alkylene-, -CH(R5>alkenylene-, or 



300 



WO 03/103584 



PCT/US03/17659 



CH(R 5 )-alkyleae-Y-alkylene-; 
Yis-0-or-S(0)o- 2 S 

R1.5 is selected from the group consisting of: 
-heteroaryl; 
5 -heterocyclyl; 

-R<r* heteroaryl; and 
-R^-heterocyclyl; 
R1.4 is selected fiom the group consisting of. 
-alkenyl; 

10 -aryl; and 

-R«-aiyi; 

R 3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C2-10 alkynyl, d-10 alkoxy, Cuo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 
15 each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 

R<s is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; and 

T is selected from nitro and amino; 
or a pharmaceutically acceptable salt thereof. 

20 



25 



30 
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